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(57) ism 



(2) &m 2 0 0 2 - 5 2 3 7 6 0 

(a) B#<7)«B/1&, ^X{i#?g(ci3it^ C S G<DU^)U*W)fc-fZ, c\k ; 5. 

(b) iHSeSiifcC S G^U^^^jE^^fe: M»JH**o«MI&, l&JflUttfr?£ 
S G^l-^;vt itm-T&Z k A, IE*fcfc h#J!Rfc#-r«>liiMEJfc 

t ; 

(b) itrM#ft*cofflJi^ mmxtttoiBLn-v-y 7 c s g 

(c) «lSE$nfcC S G wonfrjE***: httM<7>*fflJ3&> *HMX»i#iS<?>C S 

(a) m$i2*itzm*&-r&m%*m&-i-izk ; 

(b) ffilBB#**<^«im, mimxiifoi&WyyfrlzjsW&c S G 

( c ) aBseSH^c s g i^jv£iEiir&fc > -/^onoa. mmxttna 



(3) 0 0 2 - 5 2 3 7 6 0 

k ; 

(b) mm&%&%<Dmm, mmjL^w^L^yv^^^^^c s g^v^^ 

(c) ?E#JiftKiM5E$*i*:C S G l"?Ji/£jE#fcfc: Yftm<D#m.. MI£X<±# 

i mmM 5 ] mR2tLtzm<D&m<Dmt>km%K&\,*xM&-rz *m x * 

(a) &B#£IW]5E-f £ ; 

(b) fltIBB^S*«^SBfl&. l§*tXfi:#:?S<^-9-V/;Vti*3^& C S G l"^*- 
C S GKo^T5effl«J^fliJ5E-r* - k I Rlf 

(c) jE»!6<m?IiJ5E$n*:C S G l^^J^tM^M hWHROiMia, £&*&Xf4# 
ift<7>C S G U^frkitm-t&Z k $-^A^& *9. IE1t&ti httM^tt-fz,&%<7) 

^ zffiK if hit, »fc *5 T iltt L T v» * *»X li * WKSS * & 

[facile ] CSGA'SEQ ID NO : 1> 1 0 > 1 K 1 2X14 1 

m3Rzti%>BA®&<Dmx$>2>, m$.mi. 2, 3, 4 xi4 5 Kieso^&o 

[ffi£«7] CSG^SEQ ID NO : 2, 9XI±1 4^*, M 
[!S5fc 8] CSG^SEQ ID NO : K 2, 3 , 9,10.11 

,12. i3Xf*i4£-^, m$tztitii&mvmmx$>&, 2. 3 

, 4 x*4 5 Kmm^mo 

[m^9] mmC SGi s SEQ ID NO: 1, 2, 3, 9, 10, 
11, 12, 1 3X14 1 4 £-g"tr, C S G Kft-tztfcfc, 



(4) 1^2 00 2-5 23 76 0 

[m^mi 3) i£# k a ^ t t ^ & , s§ * ji i 2 k ia«<*> # 

So 



(5) im2 0 0 2- 5 2 3 7 6 0 

[0 0 0 1 ] 

*§kW\±. m*%ffi, #MPJjU£, ^K^> ^SflBlMO^l^^t^Aft- 
[0 0 0 2] 

1 9 9 9#/i^T-#5t^Br^*tS«T^#0!l®Cl± 1 0 0 75\&±. t Mfe 2 ilX 0 
[ 0 0 0 3] 

£13refi, »A#**>*3&«3£14«»<0 l / 4 &£>2> 0 

*B<^*14<0 7 *> 8 Ate i Al$%ffiKfrfr2> <J >5> 28AtlAA* 

SL*(4 4 0 M- 5 5 ^co^C'f^W^BH t 1 ft-C&& 0 

[ 0 0 0 4] 

I^MtlPMtEitSo l 9 9 5 ^-C<*>0PJM5K. <£ &*£5e?Et::g&li 1 4, 
[0 0 0 5] 



(6) 1#a 2002-523760 

3 4, 0 0 0^J* 5 ^KF*im^t^Wf?ttT^-2>o 
[ 0 0 0 6] 

mLncfr&o T-gmmit, ^p^bm mmm^^^rnxmrnLuc^^ 

±1E X^fi^g^ <D(Hsk *±ft & tz *>Km Ale mi Zfr&Zk fr$> 2> o 
[ 0 0 0 7] 

(ittM£j££-r£#£^ 7"<7)iS& (ph I e gm) TS^^i-'&o *»W-I& 
[ 0 0 0 8] 

-rzfzvxDX*) mmmx!$m&} x& & m l v>»»f *>^k * # & *it v> * «, 

[ 0 0 0 9] 



(7) 2002-52376 
*H93-Cli. *#HiH5^- (Cancer Specific Genes; C S G) <7>-1£tB£^L 

vivo jt«xtrj&«-r4fc*o^tfe**a«?*i4o 9m<oc s G^s?n, * 

*l£>li, SEQ ID NO: K 2, 3, 4, 5, 6, 7, 8 Xit 9 <D^-fil 

CSGti'Jt^iU'bCK^ SEQ ID NO : l-9W*'^^V*f 
KE^JO^I^^fc^^fcifcte^KJ: *) 3- K?n&^-f-f ^mRNA 
Xli^*U± S E Q ID NO : 1 - 9 <D# V % 9 V**}- YWM 
<D^1 t frfr&&/ur>%&m.fclrZ<Di><D*1&m-$-&o SEQ ID NO: 10 
„ 11. 12. 1 3Xti 1 4 KTjkZfi&J: 1 &C G S«77^ > h^^di^it 

[0010] 

[001 1 ] 

[0012] 



(8) 45^2 00 2-523 7 6 0 

t t< im-m<omm, tmxiMt&<DC s g i^ovtitmr&z 

t K X o X , IE # L jfc d t ri**n it T ^ £ V > MIR S it « £ * 1" a £t if tc is v > X 

m&mz®w-r&i5mx$> 19. c t: hMicwtiitoc s g v 

^^^ifJO^# L ma^tt its o 

[0013] 

scit ; -^c7) x 7 %m%&%<Dmn&, tm.x\i.fcWL<wy-?)\<*c s gicov^t 

; -£coJ: 9 &*M&. JB»Xli#*^C S G ^^SriE** l: hJtflR 

^> y^co^ft l < jiiei— ao«Bn&, M^xfi-ra^c s g U'ovtitm-f&z 

JEHffcli F^Il^t&i^C S G ^^^^ifWit^f LX^&ffiKMM^m 
hit, C S G VsOV^WPtfifkM LX^&frX&MffiVtMK$)2>%ifcfflM-3\f h 
its 0 

[0014] 

t*;u£C S Gtcov^T5ES8«j^55-*T-rsi £ i&mfo, mWLXtefci&v 

CDC S G V-^^OitijD^^L^ffi^lWa^Jt^itSo 
[0015] 



(9) ^20 0 2- 5 2 3 7 60 

[0 0 16] 

li f © J: o ^tiift© 7 7 ^ ^ > f J o 0 &*/vfrl±. *0^n-^-jPX 

»^It^iLTfffl?^J:a^ rfct-(*J fc^9fflS£l±, SELEX 
tLTfI?tl> J: < tttbtlX^h in vitro mk<D7u Y 

, c s g <d$&$&k x v)mwL^nbft&m&<Diiikw.K&it2>mmmt LT^tst 

[0017] 

im^t^-CioT, W^fcifr/ittfcjj^ftSo £<*>l3?F3*tS|&9§7>ffi 
ttS^mci W 4SI»WS:A* t J :t It VXT<DWLm*WLt!Z 

[0018] 

C S G^I^jw* jElir&i: rttJStoC S G U"<>viJfc«-r*£ t 



(10) ftgi 2002-523760 

CSG^l^^tli, SEQ ID NO I 1 - 9m>T tlfr<?)#V * * U*?- 

li, SEQ ID NO: 1 - 9 <D*°V * * V-trf- KBByym*1* Hfr* S A,X->£ 
SffK^tcJ: a - KSft&^-X'f /^mRNA^l/^K^J^ XttS E 
Q ID NO : 1 - 9<7>**'J Z ? vmi<V^-ftifr$:'5A,X-%2>mtt 
<DVs<)V<r>Z.kX~$>Z>o SEQ ID NO: 10> 1 K 12, 1 3 SO 5 ' 1 4 

[0019] 

^g^^-^trifA^mo^^W-r^^T^i, SEQ ID NO: Ulif 
<Dy?if* y h&-£AsX*t£&C S G<*> vow £56 ££j&*$Fi Lv^o i<DC 

S G<^tbL#&'ftSlft£'7 9^p< > Mi, SEQ ID NO: 10, 1 K 
1 3K^£tt;g> 0 INBi:. Jppm^. ^KWBI^&O^M^MAfl- 

&<DmKffl-r&j;mx-te, seq id no : 2xi± 9 fc-^-cfc* c s g<d 

MJV$-5EtniW s $fiU»o SEQ ID NO: 14i:*?WJ:H 
£<DC S G^7 7^'^ > h ^tfJ£*i4#£o $P**5fcWr*:£ifc'TN*s SEQ 
ID NO : 3 £#A,-C&&C S GOl"^ LV>o 
[ 0 0 2 0] 

^IgH^^-r^TO^^ti. C S G/i»fC'&<<fiO#5^-* > -0^^^£S | ]5El- 



(11) 2002-523760 

[0 0 2 1 ] 

sl< im-m<Dmm. m.mxi±i&&0>c s G<ou^ovtitmLtzt sose-fkn 

[ 0 0 2 2] 

o 

[ 0 0 2 3 ] 

*) . jRi&OC S G V"<>K0jg*fc J: t)l£$r L#&'fl&<ag^$*Lfc*g&::o 
[ 0 0 2 4 ] 

& L T v>4 v» I« $ tt fcffi i: t tz MIR S ti « fc * ESU "T & * # ffl 

-e& & o mf<Dtm -e ji4gf? t tz m 1 1&& t x v> & v>« t * esu *■ & - 1 t 

[ 0 0 2 5] 



(12) 4#ft 2002-523760 

(DC S G l"*;ufcJt«?*i*o of 19 N |S^?ilS«5-7-*-^jfiirtOC SGf 

o 

[ 0 0 2 6] 

^Xii#^coix^;i/J: f?/^^ < t 1> 2 ^ig < , M*>&$ L < < £ 

[ 0 0 2 7] 

[ 0 0 2 8] 
[ 0 0 2 9] 

[ 0 0 3 0] 



(13) im 2 0 0 2 - 5 2 3 7 6 

[ 0 0 3 1 ] 

tit Mt^^t&^t ; *<dx v%m%&*<?>M%&, mffl.xi±fomw> 

CSGl^;u£lE'i:&fc: h > ?)V<d& $ L < i£&l&Xte# 

?fc<7>C S G l/^;w<kJt^1-^> 1 1 i dTtilElirfc n h^BR^i-* t h 

&£<OC S G V-^JKOifiP^IEPgPHisv^rji^f LT^**H|»jicf»t^n, C S 

[ 0 0 3 2] 
[ 0 0 3 3] 

<*>J: $4T?*-f#tefctt* ?-WA/77t>f, J36te?i|PCR (RT- 
P C R) 7 ? -b-f , ^Mm-fk^T^ -t-f . in situ ^ r ^ >f -tf- -> 3 y T 
M«^7^^, ^i7^/Dy^|f, ELISATy-b'fX 



(14) M2 002-5 23 76 

2>MB*<V%%L* >'*?'M*&W(-t2>t:#>K LlfUfftt LV><7>t*E L I SAT* 

[ 0 0 3 4 ] 

ELI S AT y-tM l±> ft-f\ rh"Mp D p^^#l.tcA#L#^^^(±> CSG 

o 

[ 0 0 3 5] 

E L I S A££?r*-*fc»dU CSGtHSftifiifl:*, -<a#b#K*S^-r & @ 
Jiyf T ^ "7* ^ y<D& ^>;^IH> + a^fnitCJ:o 

f l/>f^ y ->aKttv»fc1fiWji#»:C S G o *^<t>-9- > 

fflm-efc^l&t-to C S G#^fl<Jlc[p]^^tLTM#y^e^Jl'*^v'^--ifH^ 
^L/^*"-^ x -Y -y yatAtiJL C S GC^Lt^y y- n- T 
/HEn/ft CiiOWf-^- Jft#j&**S ^-1" & o ft*L*^ofcV>K-^ - £ fife v» 

*i& 0 jgisrafcfctt'&Sfc'fefttiu t > 7";n:$ttts c s g ^ y I«o 

[ 0 0 3 6] 

M&T y -fe-f SrfiJffli"* - k ITtfe-C* <9 , £ -TfiH^^&tflf f&S Ji 
[ 0 0 3 7] 



(15) 1^2 00 2-523 76 

«fflL#^ 0 ^--emm&HB (pcr) »;/r-*it«KJC (lcr 
) &zf®mmq^<- *o^*s (n as aba) oiHi^M^ 

o Mx-lf. &&1*&%PCR (RT-PCR) f±, ^tx^^mRN Ai?)t 
$t & l^^T#E<OmRNA ft ffl<0^«^1tai 1" & ft L# £ 

fr«*T*>*o RT-PCRTii, ^fef Bf ©JS*s?g5l*fl!ffl LTmR N AS 
«DNA (c DNA) ^j£|E¥£*l* ; ^tC^c D N A P C 

RRli&U*s^rJi*i1-&o -Oct 9 CRT- PC RfiifflHJ: ^J|-(OmR 
NA|^ft«:/7L#£o fct, i^mRNA^JiS-lttl.»:r<i 

, rt-pcr *®.m Lxmfc?^ y commute* mfcLm&o 

i o 0 3 8 j 

CSGafif*3-mcDNAi s SSi:SjE$ntv>5. £<7>S 
, ffnvXli^^f-f^^^tio C S Gitf5T-*3- Ft^DNA^ 

^<a-wisc#it, *v>-r$M*r*b * >r ^a^- ht*^ £*u±ra 

^»3feOjei»^t>^ai$*Lfc. RNAXI«ORNA<7)ffliDNA ( c DNA) 
3 1^-^ «9#&o SSt^LfcDNAiMi^W ^-f -if- v a > 

»t4:t* J tUi, aUK^fLi^JKaseitt, *WSI<ov^t^M 
£B^«*iM»&*SS3ftfca«fcJtttLTfc3*t4. *Ii£t±, & Witter ©in 
vitro jjg^ j|2^Se», RO 1 ^ OttftJftffl LT«*iS*Mt 4 i I: t 

[ 0 0 3 9] 

/nr*5^ • ryo-^Tti, ~^7c (2D) m^*ift* s ^ttW5-»-CJ: 



(16) &m 2002-5 23760 

[ 0 0 4 0] 

ke&*t& <t -9 Alalia m& (*-=E->*i*- hxiiPTv^b^tL^ia^) ^t>M£ 

[ 0 0 4 1 ] 
In vivo (Dfcfc&m 
C S GKM-r&fcvffcfi, JifcJg. Xli^pm^. SUS. ^rtJU^Xfi^-^?) <fc 

vivo -efclfcffl L#&<> #K> CSG^t^fi, «R**Lfc***i-*» 

1 -cam l fcst# - * v - h m it , ffimvmm & mm*>imfb& -> > 

7 -f -it^-e<7)^ffl59 5 |5a$nri/^ (Sumerdon et a!., Nucl. Med. Bi 
Ol. 1990, 17: 247-254) 0 i(7)J: 9 ^ft-^r V- h»Jtt, ff^tt^lS 

net al., 3. Clin. One. 1991, 9: 631-640) 0 m^m^K^m S Hi mm 
bLX<Dl%ffl&4*>i!)Hi^tztn.mz^^XistZftZihX%tz (Lauffer, R. B. 



(17) ¥tm 2002-523760 

, Magnetic Resonance in Medicine, 1991, 22: 339-342) 0 C S G t-M LTIr] 

if, 4 y Vt> A - l l 1 > r^^f-)A-9 9mXli3-)|-l 3 1 <0 J: ? & 
ItYgrtttlfSi f± , -^jc 7, + ^ > X l± -> > ^'JV7* F>x5r>3ya>l!a-? 
liS^ffi (SPECT) tcfiffl L#^o 7 71-1 9cO«t9 &R§m^-2ftltHit 

tt. R§mT-^tM^^ffit-f$ffl l#* 0 *-k«;-^a din xti-^>**> 

(I I ) <7) J: d ^^14>f * > f±, m^*P.|il*ft (M R I ) fcteJB L#&<> «Sfe 

to^ta «j«^/a*«i9 £&5eti-££ i^pr^ic^^o RisxttjiaittrtK*** 

[ 0 0 4 2 ] 

— :f Jl^jv&ElilC-OV^Tfju ^!lx.(Jf Garnett and Baldwin, Cancer Research 19 
86 , 46: 2407-2412 ^ J: V) „ £i ?ilT|^o t^O - JHfi# 

t#**jB^LT«/r4*a«>*&*M«ffl-J-*£ t Pastanetal., Cell 198 
6, 47 : 641-648 fcfBifc 3 So 7 9 0t-|IlL^77O- 

tJV$i#t:ov^li, IE # ^ »i ^ 1" a # tt * ftU IS L * * * <b fi AS ^ IS ffl * Sr 7* 
'J^'J-t&ic # s f5idi 3 flX v> & (Goodwi n and Meares , Cancer Supplement 
1997 , 80 : 2675-2680) Q 1-67, 3*£- 1 3 lS^'V-f 

A - 1 8 6 *-£tr. ^<7)«B^#t±^|ttt^ffi^C S G fcjfr-f £4! 

[ 0 0 4 3] 

^>F, MSELEXfcLTSS?^ «t <*n£>*LT^* in vitr 



CIS) M2 002-523 76 

[ 0 0 4 4 ] 

tw< u ii l r * as ii mm -r & tz t> k <d ? n % „ z ti h m m m 

[ 0 0 4 5 ] 

SlJfcWl i . 

d i aDexus LLC, C A Hi <9 13 IS? tilzT- 9 

> ^"ffl coCancer Leads Automatic Search P 
ackage (CLASP) IT, Incyte Pharmaceut 

i c a l s , aptjv K C A «fc *}A#BTt6*L I F E S EQf-H-7<Of 
-^ftlWCMt^itia CS G<9|pJ5e£*jSLfco 
[ 0 0 4 6] 

CLftSPIittT^Ig^JStJ : «fl9KSK*»t*»JSE S TO (fl&<7>3: 

5 «j -nuitai&3si^<jv'*5^*f-ra ito J&53-E s T^^LTv^^Mjtfe-? 

f±, -UiJHT*&XttJ: ^mM^MKLfZo CLASP Hi*} 

[ 0 0 4 7 ] 



(19) 2002-523760 

m. 1 : C S GK^] 

SEQ ID NO: LS im — > ID ififc^ ID 



1 16656542 23461 7. 

2 1283171 332459 

3 1649377 481154 

4 236044H1 

5 2 5 5 6 8 7 

6 2 5 13 13 

7 ^feT*? 1 2 0 2 9 

8 4#£irr 2 5 1 8 0 4 



[ 0 0 4 8] 

It J£ t & o T v> & H v£ ft* £ t$ ffl L T ^ifi L tz o £IT <D %mm K $> & 5e & 
^-±tl^<30^M^±> Sambrook et al., MOLECULAR CLONING: A LABORATORY MANUA 
L, 2nd. Ed.; Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N. 

y. (1989) en ± $ %mmm$k^-3.T)isKmm<nmy) k^ml^&o 

[ 0 0 4 9 ] 

SiTaqmanyn-^l^'JT^Ni^iPCRii, Taq DN 

zfz? V7°v-7 (T a q m a n ) tmmZfi&o PCRWffli: 

.Taq DN A*°'J * 7~^f<7) 5 ' -3' J* Z V 7 - -tr*£t£^ J: ^ V 9 - 
T^ifrtB? *U ^^t*M odel 7700 Sequence Detecti 
on System (PE Applied Biosystems, 7*7? 
— >tW> CA, 7 ^ ') ft) <V\/-^~&&^K£V)^<7>%%*1fc\&U§Z>o 
[ 0 0 5 0] 

Mitsu mn^mm (rd ommziEmt-fZo ^(Dp^mnnmmtLx^ 

ffl£*i&?)Ji, v? n y j tj y % -tivr^ft K — 3 - V yW.Tt Koyt 
(GAPDH) Xf± 1 8 S V >KV- A R NA ( r R N A ) tf>V> -f flfrX~$, & 



C20) mm2 0 0 2 - 5 2 3 7 6 0 

NA P^^^Jt^^OS^fit (^^ 'J 71/-^) tutiiiu, r^r^'jy 
]^-*J tl^ffi^^^ffll-^^Xfiit^fe (User B u 

lletin #2:ABI PRISM 7700 Sequence De 
t e c t i o n S y s t em) Hi ^fa^H^Ho 
[ 0 0 5 1 ] 

fco jE#*iltt, *S&8L S^Jffifc^-^MJBi-*^^ (matched) JMg|§tt4%£ 
3:R NA Srttm Lfc„ 3cv*T, j£<ifc^l£|t£ffl v>T#— <*> c DNAS6£PMU 
#««*£ : J : K#J*fl9?fi::/?>f v-^CTT a qm a n 7*n-r^«ffl LT, *" V 
> 5 Lfco C^^Ji. AB I PRISM 7700 S 
equence Detector LTM? tl& 0 &T<D*£$[{i, * 

2» o 

[ 0 0 5 2 ] 

Ovrll0;?D-> ID] 6 6 5 6 5 4 2 ; it&dP ID 2 3 4 6 1 7 ( 

SEQ ID N0:i, 10, IK 12Xlil3) <DMfc 
|2C*ti^iii, 1 2i^^If»:i3lt40vr 1 10 (SEQ 
ID NOllXfiSEQ ID NO: 10. IK 1 2Xlil 3^?tl 

[ 0 0 5 3] 
2] 



(21) 2002-523760 
m.2 : y-;l/bfc-^>y;Hz:i3t-t-&Ov r 1 1 0<7)ffi*f%^l/^ 



mm 






0 . 0 0 


r±? a** 


8 . 8 2 


as tt* 


7 . 19 




U . O D 




1 . 19 


PR 


2 1. 4 1 




2. 7 9 




0.0 3 




0.0 0 


0 0 0 0 0 ow 


1. 0 0 


mm 


8.7 2 




0.9 3 



[ 0 0 5 4 ] 

&2<Di®tt§kmi"<)\<lt, frffi Lfzlit ^OltffflttfcfcV'TO v rllO 

^JtOTIb^ w-^-e^fch £tt& -r £: £^-r 0 ^ i^;k?)0 vriio m r n 
A*%mL"Cv»4|ft(IHi, ffi#S&3il<"*A'* , 2 1. 4 1 OfflflR, ^rtJR (8. 
82) , ffil (8. 7 2) ROTH (7. 19) WC-&& 0 
[ 0 0 5 5 ] 

<>?)fib6. ^ft£>f±, ^-W^iJIt > R N A icfif $ 3 

[ 0 0 5 6] 

^3K^£ft&ftfc£&{:^ 7 3tt<7>tt^"9->:/JVKj3tf;g,0 v r 1 1 0« 

&o *M$«>*Hi. #S«^t>7';vSi*<7)mRNAt|sl-(7)i#i:Etj*tl. 
|0j-^<7)IE't^-9->-/;K7)mRNAlc J: l^j&Sft&o ££>H, 1 5i©» 
ff^v^f vt"^ (SPm^fLfltS*) £ l 4ttott#-rfcv>iE#-*>:/A' (IP 

[0 0 5 7] 
[3*3] 



(22) 



&m2 0 0 2- 5 2 3 7 6 0 



^3 : mm-*t>7MZ&VZ>0 v r 1 1 0»|^i/^l/ 





3§J9 


CE 


Int S (71 TP "Xt 125 tft 


it M 


O v r 1 0 3 X 


9*Pm 1 


O O . <5 o 


VJ . Do 




Ovr 1 04 0O 


IPm 2 
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SEQUENCE LISTING 

<110> Salceda, Susana 
Sun, Yoncming 
Recipon, Herve 
Cafferkey, Robert 
D3ADEX0S LLC 

<L20> A NOVEL METHOD OF DIAGNOSING, MONITORING, STAGING, 
IMAGING AND TREATING VARIOUS CANCERS 

<130> DEX-0043 

<140> 
<141> 

<150> 60/098,860 
<151> 1998-09-02 

<160> 15 

<n0> Patentln V er . 2.0 

<210> 1 

<211> 2587 

<212> DNA 

<213> Homo sapiens 

<400> 1 

ggaaggcagc gggcagctcc actcagccag tacccagata cgctgggaac cttccccagc 60 
catggcrttcc ctggggcaga tccicttctg gagcataatt agcatcatca ttattctggc 120 
tggagcaatt gcactcatca ttggctttgg tatttcaggg agacactcca tcacagtcac 180 
tactgtcgcc tcagctggga acattgggga ggatggaatc ctgagctgca cttttgaacc 24 0 
tgacatcaaa ctttctgata tcgtgataca atggctgaag gaaggtgttt taggcttggt 300 
ccatgagttc aaagaaggca aagatgagct gtcggagcag gatgaaatgt tcagaggccg 360 
gacagcagtg tttgctgatc aagtgatagt tggcaatgcc tctttgcggc tgaaaaacgt 420 
gcaactcaca gatgctggca cctacaaatg ttatatcatc acttctaaag gcaaggggaa 480 
tgctaacctt gagtataaaa ctggagcctt cagcatgccg gaagtgaatg tggacrcataa 540 
tgccagctca gagaccrtgc ggtgtgaggc tccccgatgg ttcccccagc ccacagtggt 600 
ctgggcatcc caagttgacc agggagccaa cttctcggaa gtctccaata ccagctttga 660 
gctgaactct gagaatgnga ccatgaaggt tgtgtctgtg ctctacaatg ttacgatcaa 720 
caacacatac tcctgtatga ttgaaaatga cattgccaaa gcaacagggg atatcaaagt 780 
gacagaatcg gagatcaaaa ggcggagtca cctacagctg ctaaactcaa aggcttctct 840 
gtgtgtctct tctttctttg ccatcagctg ggcacttctg cctctcagcc cttacctgat 900 
gctaaaataa tgtgccttgg ccacaaaaaa gcatgcaaag tcattgttac aacagggatc 960 
tacagaacta tttcaccacc agatatgacc tagttttata tttctgggag gaaatgaatt 1020 
catatctaga agtctggagt gagcaaacaa gagcaagaaa caaaaagaag ccaaaagcag 1080 
aaggctccaa tatgaacaag ataaatctat cttcaaagac atattagaag ttgggaaaat 1140 



(34) 
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aattcatgtg aactacacaa gtgtgttaag 
tgcatcccca gatctcaggg acctccccct 
tagtgca-gt tctttgtctc tigaattrtta 
agcccctgga aagtctatcc caacatatcc 
tatgtaccct aagacgctgc taattgactg 
tagtaatagg tcaaatgatt cacttrttat 
cccaactgac aaatcccaaa gttgagaaaa 
tcggcgacac cgattttata aataaactga 
tttatttctc agatgatgtt catccgtgaa 
atatggcatt atgtcatcac aagctctgag 
cagacctcag ttttcaatag catctagagc 
ccatccccgg gcgaatgtct caagacaatt 
atacagtgct actaccaact agtggataaa 
gtacaggacg tctccccatt acaactaccc 
gaaaccctgg ttttgagtag aaaagggcct 
ttctcacatt agtcattggc aaataagcat 
agagccagaa ctctatcggg .caccaggata 
ctatgggaaa tgcccgatgg gattatcttc 
tcattctacc ctgcaagcca agttctgtaa 
cttactctga atttagatct ccagaccctt 
catatacctt ccatgaagca cacacagact 
tgaggccttg aggaatgaag ctttgaagga 
acactcttca tgtgttaacc actgccttcc 
atgttgttat ageaaactga ttttagagtt 
atttcct 



agtgataagt aaaatgcacg tggagacaag 1200 
gcccgtcacc tggggagtga gaggacagga 12 60 
gttatatgtg ctgcaatgtt gctctgagga 1320 
acatcttata ttccacaaat Caagctg^ag 1330 
ccacttcgca actcaggggc ggcrgcanct 14 40 
gatgcttcca aaggtgcctt ggcrtctctt 1300 
atgatcataa ttttagcana aacagagcag 1560 
gcacctrctt tttaaacaaa caaargcggg 1620 
tggtccaggg aaggaccttt caccttgact 1660 
gcttcrcctt tccatcctgc gtggacagct 1740 
agtgggactc agctggggng atttcgcccc 1800 
ttggttacct caatgaggga gtggaggagg 1860 
ggccagggat gctgctcaac ctcctaccat 1920 
aatccgaagt gtcaactgtg tcaggactaa 1980 
ggaaagaggg gagccaacaa atctgtctgc 204 0 
tctgtctctt tggctgctgc ctcagcacag 2100 
acatctctca ctgaacagag ttgacaaggc 2160 
agcttgttga gcttctaagt ttctttccct 2220 
gagaaatgcc tgagttctag ctcaggtttt 2280 
cctggccaca attcaaatta aggcaacaaa 2340 
tttgaaagca aggacaatga ctgcttgaat 2400 
aaagaatact ttgtttccag cccccttccc 2460 
tggaccttgg agccacggtg actgtattac 2520 
ctgatcgttc aagagaatga ttaaatatac 25B0 

2597 



<210> 2 

<211> 2070 

<212> DNA 

<213> Homo sapiens 

<400> 2 

cacagagaga ggcagcagct tgctcagcgg 
ctgccctgca ctcgggcctc ctccagccag 
agccaggacc tgtgtgggga ggccctcctg 
ctacagggag acccggagga tcacagagcc 
cctctgaaca gcctcgatgt caaacccctg 
agaaaggtgg ggatccccat catcatagca 
gttgtcctca tcaaggtgat tctggataaa 
ttcatcccga ggaagcagct gtgtgacgga 
gagcactgtg tcaagagctt ccccgaaggg 
cgatccacac tgcaggtgct ggactcggcc 
aacttcacag aagctctcgc tgagacagcc 
actttcagag ctgtggagat tggcccagac 
aacagccagg agcttcgcat gcggaacrcca 
tccctgcact gtcttgcctg tgggaagagc 
gaggcctctg tggattcttg gccttggcag 
tgtggaggga gcatcctgga cccccactgg 



acaaggatgc tgggcgtgag ggaccaaggc 60 
tgctgaccag ggacttctga cctgctggcc 120 
ctgccttggg gtgacaatct cagctccagg 180 
agcatgttac aggatcctga cagtgatcaa 240 
cgcaaacccc gtatccccat ggagaccttc 300 
ctactgagcc tggcgagtat catcattgtg 360 
tactacttcc tctgcgggca gcctctccac 420 
gagctggact gtcccttggg ggaggacgag 480 
cctgcagtgg cagtccgcct ctccaaggac 540 
acagggaact ggttctctgc ctgtttcgac 600 
tgtaggcaga tgggctacag cagcaaaccc 660 
caggatctgg atgttgttga aatcacagaa 720 
agtgggccct gtctctcagg ctccctggtc 7 8Q 
ctgaagaccc cccgtgtggt gggtggggag 8 40 
gtcagcat.cc agtacgacaa acagcacgtc 900 
gtcctcacgg gcagcccact gcttcaggaa 960 



(35) 



1$^2 002-523760 



acataccca- gtgttcaact ggaacgtgcg 
atccctggct gtggccaaga tcatcatcat 
tgacatcgcc ctcatcaacc tgcagcticcc 
ctgtctcccc ttctttgatg aggacctcac 
gggctttacg aagcagaatg gagggaagat 
ggtcattgac agcacacggt gcaatgcaga 
catgatgtgt gcacgcatcc cggaaggggg 
gcccctgatg taccaatctg accagtggca 
ctgcgggcgc ccgagcaccc caggagtata 
ctacaatgtc tggaaggctg agctgtaatg 
ttccttcctg ccctgcccac ctggggatcc 
ttgggtacac ccctctgccc acagcctcag 
cctataagag accctcgcag cccagaggcg 
cacacttggt gctcccagca tcccagggag 
gTiattgctaa gccaagaagg aactttccca 
aaagcccaca tcactgtggg ctggagagga 
tcttcaccca tccccaagcc tactagagca 
cctactgttg gtatgactac cgttacctac 
attattaaag agctgtgtaa catctctggc 

<2IO> 3 

<21l> HOB 

<212> DNA 

<213> Homo sapiens 

<400> 3 

agcagactca caccagaact acattcccrtg 
ttggttggca agtctgaccc gagaaaagga 
tgtttgtgca ttgggaatga cattctttcc 
gacattgtgg ctagccaacc acatggtcag 
tatccctaga gaattccaaa gtgtggatgt 
tgtgatcctc tggaagtatg ctatgttgtg 
acaatgacta gtaaaacggt ggtctcaatg 
atagtggcgt tcagctgata gagcgggaag 
atatccaaga gaagatgaaa ctaaatggag 
tccaattcct gaaaatgaag attgcrtgaga 
tactgccagc caagaggtcc ctggatgccg 
agtgtacaga cagaattaaa gacctggaga 
gagctcgctt ccttccaggg aaagatctga 
agctggaact acaactggcc aagaaggagg 
agcaggtctc caggctcaca gacaggctct 
cactgctctt agccaagaag atgaatggct 
aaatgatggc tcttgttgct gagctgtcca 
aggaagtcag ggagaaagaa gacttcatct 
tgccactcaa taaggaaatt gagaaagaat 
acgccttggc catcgctgaa aagtctcagg 
ccaatggtgt ttacacaact gcagagcagc 
ccactcttcc tttgccaaaa ccrttatggtg 



ggcaggctca gacaaactgg gcagcttccc 1020 
tgaattcaac cccatgcacc ccaaagacaa 1030 
actcacttcc tcaggcacag tcaggcccat: 1140 
tccagccacc ccactctgga ccattgcatg 1200 
gtctgacata ctgctgcagg cgxcactcca 1260 
cgatgcgtac cagggggaag tcaccgagaa 1320 
tgtggacacc tgccagggtg acagtggtgg 1380 
tgtggtgggc atcgttagct gggcctatcg 14 4 0 
caccaaggtc tcagcctatc tcaactggat 1500 
ctgctgcccc tttgcagtcc ngggagccgc 1560 
cccaaagtca gacacagagc aagagtcccc 1620 
catttcttgg agcagcaaag ggcctcaatt 1680 
cccagaggaa gtcagcagcc ctagctcggc 1740 
agacacagcc cactgaacaa ggtctcaggg 1800 
cactactgaa tggaagcagg ctgtcttcta I8 60 
gaaggaaagg gtctgcgcca gccctgtccg 1920 
agaaaccagt tgtaatataa aatgcacrgc 1980 
tgttgcattg ttattacagc tatggccact 2040 

2070 



gccccctgcc tgtgtgcttc xggccaggcc 60 
tctgcagaaa atcagactat gggatcactt 120 
caccccagga aaacctttgg gactrtcaga 180 
cctcaaagtt gagaggctca gtaaccctcc 240 
aatttaacta gaaagccant ggtgactatc 300 
tatatcttgc atccaaagcc agagggaacc 360 
cccacttagc ctctgcctct gaatttgacc 420 
aagaaatatg cattttxtat gaaaaaataa 480 
aaattgaaat acatctactg gaagaaaaga 540 
agcaaagaca aatttgtgtg acccagaaat 600 
acctagctgt gctccaaatt cagttttcac 660 
aacagttcgt aaagcctgat ggtgagaata 720 
ccgaaaaaga aatgatccaa aaattagaca 780 
agaagctgct ggagaaggat ttcatctatg 840 
gcagcaaaac tcagggctgc aagcaggaca 900 
atcaaagaag gatcaaaaat gcaactgaga 960 
tgaaacaagc cctaaccatt gaactccaaa 1020 
ticact-fcgcaa ttccaggata gaaaaaggtc 1080 
ggttgaaagt ccttcgagat gaagaaatgc 1140 
'agttcttgga agcagataat cgccagctgc 1200 
gtccgaatgc ctacatccca gaagcagatg 1260 
ctttggctcc ttttaaaccc agtgaacctg 1320 



(36) <ftS! 2 002-523760 



gacccaatat caggcacata aggaaacctg ttatsaagcc agttgaaatc tgaatatgtg 1380 
aacaaatcca ggcctctcaa ggaaaagact tcaaccaggc rtccttgtac ccacaggtga 14 40 
aaaatgtgag cataatactt ctaarattat tgataagxaa ggtaaccaca atxagtcagc 1500 
aacagagtac aacagggttt ctatttaccc accaactact ataccttuca tgacgttgaa 1560 
tgggacatag aactgtccta catttatctc aaactatata tttgaatcgc ttatattttc 1620 
tttttcactc tttatattga gtacattcca gaaatttgta gtaggcaagg rgctataaaa 1680 
atgcactaaa aataaatctg ttctcaatg 1709 

<210> 4 
<211> 257 
<212> DNA 

<213> Hciao sapiens 
<400> 4 

ttaatcggta agratt tttt atatgcttta gctatagcta aagaaaactg atactcaaca 60 
aagttgaata gHattattca ctggtgctcc taaaatattg tttttcagtg taaaacatgc 120 
atatcttcta tatttaatat gaaagtcttg aaatgtatca gacagaaggg garttcagtt 180 
tgcaaataat gagcaatgta gcaattttaa cacatttcat aaatatatat tttgtcattg 240 
gtggagagca ccatttg 257 

<210> 5 
<211> 359 
<212> DNA 

<213> Hcrao sapiens 
<400> 5 

gcctgagagc acttagcgtt catgagtgtc cccaccatgg cctggatgat gcttctcctc 60 
ggactccttg cttatggatc aggtcaggga gtggattctc agactgtggt gacccaagag 120 
ccatcgttat cagtgtcccc tggagggaca gtcacactca cttgtggctt ggcctctgac 130 
tcagtctcta ctaatttctt ccccacctgg taccagcaga ccccaggcca ggctccacgc 240 
acgctcatct acagcacaag cactcgctct tctggggtcc ctgatcgttr ctctggcrtcc 300 
atccttggga acaaagctgc cctcaccatt acgggggccc aggcagatga tgaatctga 359 

<210> 6 

<211> 1372 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (61 

<220> 

<221> unsure 
<222> (9) 



<400> 6 

ccttanagnc ttggttgcca aacagaatgc ccatacccgt cttacttgtg aggaagcttg 60 



(37) 



4$3t 2002-523760 



ccttgggcgc cctctgctgg ccctcctgaa 
aaattgcctc catgcagact atgaaactgt 
ggcccaggag gtcttgcaga tttccagatc 
ctagtaaagg tctctgagat ccttgcacta 
ttccagaagc atgccgctgc tcctattgct 
tgatatcatc atcagaccca gctctcctcc 
atggctactt caggeagctg aggaactggt 
gaaacggagc ccacctggca tctatcctga 
acataagtgg ctatcagaga agccagccga 
ggcagcagtg gcagtggatt gatggggcca 
ccatgggtgg gaacaagcac tgtgctgaga 
gcagcaacga atgcaacaag cgccaacact 
atcaagattc tgctaactcc tgcacagccc 
atctgctcat tatttcagag gggaaaccca 
acrggctttt ttaggcttag agacagaaac 
tctaaatgtt tgccccgcca tccctttcca 
tggctgtctc gagcagtcta gaagagtgca 
gccataagaa gtaaagattt gaagacagaa 
cctrcagctt ctacaccctt ctgccctctc 
aactcctgct tgtttttcct ttggccatgg 
tgatgtgggc catacattcc tttaataaac 
agttcagtaa atggtgaatg tggaaaagtg 



gctaacaggg gcgagtgctc ggtggtttac 120 
ccagcctgct acagtcacat ctctgccact ISO 
aacgagaacc caggagtttc aaagaagcgg 240 
gctacatcct cagggtagca ggaagatggc 300 
gagctgcctg gccaaaacag gagtcctggg 360 
tgggatggtt ttaccacaag tccaattgct 420 
ctgatgccga gctcgagtgv cagtcttacg 480 
ctttaaagga agccagcacc atagcagagt 540 
tatggattgg cctgcaccac ccacagaaga 600 
tgtatctgta cagatcctcg cctggcaagc 660 
tgagctccaa taacaacttt ttaacttgga 720 
tcctgtgcaa gtaccgacca tagagcaaga 780 
cctcctcttc ctttctgcta gcctggcraa 340 
gcaaactaag agtgataagc gccctactac 900 
ttcagcatcg gcccagtact ggcttctagc 960 
cagtatcctt cttccctcct cccctgtctc 1020 
tctccagcct atgaaacacc tgggtctittg 1080 
ggaagaaact caggagtaag cttctagccc 1140 
tccattgcct gcaccccacc ccagccactc 1200 
gaagctttac cagtagaatc cttgctaggt 1260 
cattgtgcac ataacaggtt gctgtgttcc 1320 
aaataagacc aagaaataca aa 1372 



<210> 7 
<211> 291 
<212> DNA 

<213> Homo sapiens 



<220> 

<221> unsure 
<222> C277J 



<400> 7 

agaatggtag tagtaagaag aagaaaaata gaggatctga atgtattttg aaggtagagt 60 
ccactggact tagagatgga ttgaatgtgg aagattaagg aaagggagaa atgaaagata 120 
gtcttaggtt tcatcttcag atgactgggt gaacagcagt gttctttgct aagatgggga 180 
agactaggga aaagagccag ttctgtattg agcatattat atttaagaca atcccatctg 240 
ggtccaaaga caatgttgat tttttttctt agatacntgc cctttagacc t 291 



<210> 8 

<211> 1275 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> unsure 
<222> (410) 



(38) 



ftm2 002-523760 



<220> 

<221> unsure 
<222> (728) . . {756) 



<220> 

<221> unsure 
<222> (957) 



<400> 6 

attctagaac atatgtataa gctaaaaaca gtattttacc cagatcagta gttatcgtgt 60 

ctatcagcta taaaaaaaat caactgccag ccaagaactt taaaacttta agctgtgtat 120 

tatagaaccg ttttgtctag cattggaata rtgtccattc tgtaagtcat tgtgaacgtt 180 

cttaattatc egcttgaagg tatttttgta rtaaaagrtg acat^gaaga acctaagrgg 240 

atgatgggat ttggggccag tagtgaaact atgtttcctc taaaatattt ccctaaacag 300 

tggtatacat ggttatttta ttatgagatt tgtatatgtt ctgtgtttct ctgtgaacaa 360 

tgtttcagtc tctctgtcac catatgtaag gggaagtcca caaatatagr. actacattgc 420 

acaaaactaa aattgttaat tacaagaaaa tataggtgct taccttttga aggtttahta 480 

atacatatgg ttgtcacaat acgtatatat gataaatggt gtacatatac agatgttitat 540 

ggtgtataaa tttttctara cccaattaga attatcttcc tgattctt ta ttcaataaca 600 

tgctaattcc tcttctatgt tctatagtga cagaatgcta acttttctta taccctggca 660 

gaggacagag gagtctggtc taggatgggg aactgaattt ttgaacgaaa aggaaagaga 720 

aaggatgnnn nnnnnnnnnn nnnnnnnnnn nnnnnntaat gtttcttagt cattttgatt 780 

ggccatttga acagtctaca agtttaacgt tatttccagt gaagtaggat ggctgaccra 840 

gcaatacatg tttcttcaaa agggtaaaca tgctttagtg acctaaagct aaattttgta 900 

catttgacat caggggtgtt ataagtactg cacttaatac aaagctattt ctcaatngtg 960 

ttatttttga cacaaatttt tcttcaccat taacttcttg ttggtagctt tttgttttgt 1020 

aaaaattgag agatggcaat gcttatctca accagattat ccatctgcag aattaaggta 1080 

tgcaactggt aaataaaaga caaatgctcc agtttgtcrtt tctcaacctt tgagttctta 1140 

acctttgagt taaaacctag tctaaatagt gggaatgtct tggtttacag taaggttttc 1200 

ttgggaagga tcttggtttt gtgatct att . tgtgaattaa ggagtagatg ttaaccatta 1260 

ttttatagat aagtg 1275 



<210> 9 
<211> 2479 
<212> DNA 

<213> Homo sapiens 



<400> 9 

gtcatattga acattccaga tacctatcat 
ctttgaactc agggtcacca ccagctattg 
cggaaaaccc ctatcccgca cagcccactg 
ctcagtacta cccgtccccc gtgccccagt 
accccgtcgt ctgcacgcag cccaaatccc 
agaaagcact gtgcatcacc ttgaccctgg 
ctggcctact ctggaagttc atgggcagca 
cctcaggtac ctgcatcaac ccctctaact 
gggaggacga gaatcggtgt gttcgcctct 
catctcagag gaagtcctgg caccctgiigt 



tactcgatgc tgttgataac agcaagatgg 60 

gaccttacta tgaaaaccat ggataccaac 120 

tggtccccac tgtctacgag gtgcatccgg 180 

acgccccgag ggtcctgacg caggcttcca 24 0 

catccgggac agtgtgcacc tcaaagacta 300 

ggaccttcct cgtgggagct gcgctggccg 360 

agtgctccaa ctctgggata gagtgcgact 420 

ggtgtgatgg cgrtgtcacac tgccccggcg 480 

acggaccaaa cttcatcctt cagatgtact 540 

gccaagacga ctggaacgag aactacgggc 600 



(39) 



4#3t2 002-523760 



cggcggcctg cagggacatg ggctataaga ataattttta ctctagccaa ggaatagngg 660 
atgacagcgg atccaccagc tttatgaaac tgaacacaag tgccggcaat gtcgatacct 720 
ataaaaaact gtaccacagt gatgcctgtt cttcaaaagc agtggtttcx ttacgctgtt. 780 
tagcctgcgg ggtcaacttg aactcaagcc gccagagcag gatcgtgggc cgtgagaccg 840 
cgctcccggg ggcctggccc tggcaggtca gcctgcacgt ccagaacgtc cacgtgtgcg 900 
gaggctccat catcaccccc gagrggatcg tgacagccgc ccactgcgtg gaaaaacctc 960 
ttaacaatcc atggcattgg acggcatttg cggggatttt gagacaatct ttcatgttct 1020 
atggagccgg ataccaagta caaaaagtga tttctcatcc aaattatgac cccaagacca 1030 
agaacaotga cattgcgcrcg argaagcrgc agaagcctct qactttcaac gacctagcga 1140 
aaccagtgtg tctgcccaac ccaggcatga tgctgcaccc agaacagctc tgctggattt 1200 
ccgggtgggg ggccaccgag gagaaaggga agacctcaga agtgctcaac gctgccaagg 1260 
tgcttctcat tgagacacag agatgcaaca gcagatatgt ctatgacaac ctgatcacac 1320 
cagccatgat ctgtgccggc ttcctgcagg ggaacgtcga rtcttgccag ggtgacagtg 1380 
gagggcctct ggtcacttcg aacaacaata tctggtggct garaggggat acaagctggg 14 40 
gttctggctg tgccaaagcrt tacagaccag gagtgtacgg gaatgtgatg gtattcacgg 1500 
actggattta tcgacaaatg aaggcaaacg gctaatccac atggtcttcg ticcttcacgt 1560 
cgttttacaa gaaaacaatg gggctggctt tgcttccccg tgcatgattt actcttagag 1620 
atgattcaga ggtcacttca tttttattaa acagtgaact tgtctggctt tggcactctc 1680 
tgccatactg tgcaggctgc ag-tggctccc ctgcccagcc tgctetccct aaccccttgt 17 40 
ccgcaagggg tgatggccgg ctggttgtgg gcactggcgg tcaattgtgg aaggaagagg 1800 
gttggaggct gcccccattg agatcttcct gctgagtcct ttccaggggc caattttgga 1860 
tgagcatgga gctgtcactt ctcagctgct ggatgacttg agatgaaaaa ggagagacat 1920 
ggaaagggag acagccaggt ggcacctgca gcggctgccc tctggggcca cttggtagtg 1980 
tccccagcct acttcacaag gggattttgc tgatgggttc ttagagcctt agcagccctg 2040 
gatggtggcc agaaataaag ggaccagccc ttcatgggtg gtgacgtggt agtcacttgt 2100 
aaggggaaca gaaacatttt tgttcttatg gggtgagaat atagacagtg cccttggtgc 2160 
gagggaagca attgaaaagg aacttgccct gagcactcct ggtgcaggtc tccacctgca 2220 
cattgggtgg ggctcctggg agggagactc agccttcctc ctcatcctcc ctgaccctgc 2280 
tcctagcacc ctggagagtg aatgcccctt ggtccctggc agggcgccaa gtttggcacc 2340 
atgtcggcct cttcaggcct gatagtcatt ggaaattgag gtccatgggg gaaatcaagg 2400 
atgctcagtt taaggtacac tgtttccatg ttatgtttct acacattgat ggtggtgacc 2460 
ctgagttcaa agccatctt 2479 

<210> 10 

<211> 576 

<212> DNA 

<213> Homo sapiens 

<400> 10 

ttcaaagaca tattagaagt tgggaaaata attcatgtga actagacaag tgtgttaaga 60 

gtgataagta aaatgcacgt ggagacaagt gcatccccag aUctcaggga cctccccctg 120 

cctgtcacct ggggagtgag aggacaggat agtgcatgtt: ctittgtctct gaatttttag 180 

ttatatgtgc tgtaatgttg ctctgaggaa gcccctggaa agtctatccc aacatatcca 240 

catcttatat tccacaaatt aagctgtagt atgtacccta agacgctgct aattgactgc 300 

cacttcgcaa ctcaggggcg gctgcatttt agtaatgggt caaatgattc actttttatg 360 

atgcttccaa aggtgccttg gcttctcttc ccaactgaca aatgccaaag ttgagaaaaa 420 

tgatcataat tttagcataa acagagcagt cggcgacacc gattttataa ataaactgag 480 

caccttcttt ttaaacaaac aaatgcgggt ttatttctca gatgatgttc atccgtgaat 540 



(40) M2 00 2-523 7 60 



ggtccagcga aggacctttc accttcacta tatcgc 576 

<210> 11 

<2il> 330 

<212> DMA 

<213> Homo sapiens 

<40G> 11 

caagctctga ggcttctcct ttccatcctg cgtggacagc taagacctca gttttcaata 60 

gca-ictagag cagtgggact cagctggggt gattrcgccc cccatctccg ggggaatgtc 120 

tgaagacaat tttggttacc tcaatgaggg agtggaggag gatacactgc tactaccaac 1B0 

ragtggataa aggccaggga tgctgctcaa cctcctacca tgtacaggga cgtctcccca 240 

ttacaactac ccaatccgaa gtgncsactg tgtcaggact aagaaaccct ggttttgagt 300 

agaaaagggc ctggaaagag gggagccaac aaatctgtct gcttcctcac attagtcatt 360 

ggcaaataag cattctgtct ctttggctgc tgcctcagca cagagagcca caactctatc 420 

cggcaccagg ataacatctc zcagtgaaca gagttgacaa ggcctatggg aaatgcctga 4 80 

tgggattatc ttcagcttgt tgagcttcta agtttctt tc ccttcattct accctgcaag 540 

ccaagttctg taagagaaat gcctgagttc ragctcaggt tttcttactc tgaatttaga 600 

tctccagacc cttcctggcc acaattcaaa ttaaggcaac aaacatatac cttccatgaa 660 

gcacacacag acttttgaaa gcaaggacaa tgactgottg aattgaggcc ttgaggaatg 720 

aagctttgaa ggaaaagaat actttgtttc cagccccctt cccacactct tcatgtgzta 780 

accactgcct tcctggacct tggagccacg gtgactgtac -cacatgttgt tatagaaaac 840 

tgattttaga gttctgatcg rtcaagagaa tgattaaata tacatttcct 890 

<210> 12 

<211> 406 

<212> DMA 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (30) 

<220> 

<221> unsure 
<222> (248) 

<220> 

<221> unsure 
<222> (363) 

<400> 12 

gtgaatgtgg actataatgc cagctcagan accttgcggt gtgaggctcc ccgatggttc 60 

ccccagccca cagtggtctg ggcatcccaa gttgaccagg gagccaactt ctcggaagtc 120 

tccaatacca gctttgagct gaactctgag aatgtgacca tgaaggttgt gtctgtgctc 180 

tacaatgtta cgatcaacaa cacatactcc tgtatgattg aaaatgacat tgccaaagca 240 

acaggggnta tcaaagtgac agaatcggag atcaaaaggc ggagtcacct acagctgcta 300 

aactcaaagg cttctctgtg tgtctcttct ttctttgcca tcagctgggc acttctgcct 360 



(41) 



M2 002- 523 76 0 



czcaqccctt ecctgatcct aanataatgt gccttggcca caaaaa 406 

<210> 13 
<231> 462 
<212> DN£ 

<21 3> Kcmo sapiens 
<400> 13 

ggaaggcagc ggcagctcca ctcagccagt acccagatac gctgggaacc ttccccagcc 60 
atggcttccc tggggcagat cctcttctgg agcataatta gcatcatcat tattctggct. 120 
ggagcaattg cactcatcat tggctttggt atttcaggga gacactccat cacagtcact 180 
actctcgcct cagctgggaa cattggggag gatggaatcc tgacctccac ttttcaacct 240 
gacatcaaac tttctgatst cqtgatacaa tcgctgaagg aaggtgtttt aggcutggtc 300 
catgactxca aagaaggcaa agatgagctg tcggagcagg atgaaatgtt cagacgccgg 360 
acagcagtgt ttgccgai.ca agtgatactt ggcaatgcct ctttgcgcct gaaaaacgtg 420 
caactcacag atgctggcac ctacaaatct tatatcatca ct 462 

<210> 14 
<211> 272 
<212> DMA 

<213> Homo sapiens 
<400> 14 

gcagcttgct cagcggacaa 
ggcctcctcc agccagtgct 
tggggaggcc ctcctgctgc 
ggaggatcac agagccagca 
ggtgattctg gataaatact 

<210> 15 
<211> 492 
<212> PRT 

<213> Homo sapiens 
<400> 15 

Met Ala Leu Asn Ser Gly Ser Pro Pro Ala lie Gly Pro Tyr Tyr Glu 
15 10 15 

Asn His Gly Tyr Gin Pro Glu Asn Pro Tyr Pro Ala Gin Pro Thr Val 
20 25 30 

Val Pro Thr Val Tyr Glu Val Hia Pro Ala Gin Tyr Tyr Pre Ser Pro 
35 .40 4 5 

Val Pro Gin Tyr Ala Pro Arg Val Leu Thr Gin Ala Ser Asn Pro Val 
50 55 60 



ggatgctggg cgtgagggac 
gaccagggac ttctgacctg 
cttggggtga caatctcagc 
tggatcctga cagtgatcaa 
acttcctcrg eg 



caaggcctgc cctgcactcg 60 
ctggccagcc aggacctgtg 120 
tccaggctac agggagaccg 180 
cctctgaaca gcctcgtcaa 24C 
272 



Val Cys Thr Gin 



Pro Lys Ser Pro Ser Gly Thr Val Cys Thr Ser Lys 
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65 70 75 80 

Thr Lys Lys Ala Leu Cys He Thr Leu Thr Leu Gly Thr Phe Leu Val 
S5 90 95 

Gly Ala Ala Leu Ala Ala Gly Leu Leu Trp Lys Phe Met Gly Ser Lys 
100 105 HO 

Cys Ser Asn Ser Gly He Glu Cys Asp Ser Ser Gly Thr Cys He Asn 
115 120 125 

Pro Ser Asn Trp Cys Asp Gly Val Ser His Cys Pro Gly Gly Glu Asp 
130 135 140 

Glu Asn Arg Cys Val Arg Leu Tyr Gly Pro Asn Phe He Leu Gin Met 
14 5 150 155 160 

Tyr Ser Ser Gin Arg Lys Ser Trp Kis Fro Val Cys Gin Asp Asp Trp 
165 1^0 175 

Asn Glu Asn Tyr Gly Arg Ala Ala Cys Arg Asp Met Gly Tyr Lys Asn 
180 185 190 

Asn Phe Tyr Ser Ser Gin Gly He Val Asp Asp Ser Gly Ser Thr Ser 
195 200 205 

Phe Met Lys Leu Asn Thr Ser Ala Gly Asn Val Asp He Tyr Lys Lys 
210 215 220 

Leu Tyr His Ser Asp Ala Cys Ser Ser Lys Ala Val Val Ser Leu Arg 
225 230 235 240 

Cys Leu Ala Cys Gly Val Asn Leu Asn Ser Ser Arg Gin Ser Arg He 
245 250 255 

Val Gly Gly Glu Ser Ala Leu Pro Gly Ala Trp Pro Trp Gin Val Ser 
260 265 270 

Leu His Val Gin Asn Val His Val Cys Gly Gly Ser He He Thr Pro 
275 280 285 

Glu Trp He VaL Thr Ala Ala His Cys Val Glu Lys Pro Leu Asn Asn 
290 295 300 

Pro Trp His Trp Thr Ala Phe Ala Gly He Leu Arg Gin Ser Phe Met 
305 310 315 320 



Phe Tyr Gly Ala Gly Tyr Gin Val Gin Lys Val He Ser His Pro Asn 
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325 330 335 

Tyr Asp Ser Lys Thr Lys Asn Asn Asp He Ala Leu Met Lys Leu Gin 
340 345 350 

Lys Pro Leu Thr Phe Asn Asp Leu Val Lys Pro Val Cys Leu Pro Asn 
355 360 365 

Pro Gly Met Met Leu Gin Fro Glu Gin Leu Cys Trp He Ser Gly Trp 
370 375 380 

Gly Ala Thr Glu Glu Lys Gly Lys Thr Ser Glu Val Leu Asn Ala Ala 
385 390 395 400 

Lys Val Leu Leu He Glu Thr Gin Arg Cys Asn Ser Arg Tyr Val Tyr 
405 410 415 

Asp Asn Leu He Thr Pro Ala Met He Cys Ala Gly Phe Leu Gin Gly 
420 425 430 

Asn Val Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Thr Ser 
435 440 445 

Asn Asn Asn He Trp Trp Leu He Gly Asp Thr Ser Trp Gly Ser Gly 
450 455 460 

Cys Ala Lys Ala Tyr Arg Pro Gly Val Tyr Gly Asn Val Met Val Phe 
465 470 475 480 



Thr Asp Trp He Tyr Axg Gin Met Lys Ala Asn Gly 
485 490 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation 

LThis document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



CLAIMS 
[Claim(s)] 

[Claim 1] It is the approach of diagnosing existence of the selected cancer in a patient The (a) patient's cell, 
The level of CSG in an organization or body fluid is measured.; it reaches. The level of CSG by which (b) 
measurement was carried out The cell of the normal Homo sapiens contrast origin, Said approach related with 
existence of the cancer as which change of the CSG level by which said patient to normal Homo sapiens 
contrast was measured coming [ comparing with the level of CSG of an organization or body fluid ] was chosen. 
[Claim 2] It is the approach of diagnosing transition of the selected cancer in a patient. The patient who has the 
selected cancer from which having carried out (a) transition is not known is identified.; 

(b) measuring-cell [ of said patient origin ], organization, or CSG level in sample of body fluid; — and — Said 
approach related with the cancer which the increment in a patient's measurement CSG level to normal Homo 
sapiens contrast transferred coming [ comparing with the cell of normal Homo sapiens contrast, an organization 
or the CSG level of body fluid the CSG level by which (c) measurement was carried out ]. 

[Claim 3] In the patient who has the selected cancer, it is phase attachment ****** about the selected cancer. 
The patient who has the cancer by which (a) selection was made is identified.; 

(b) measuring-cell [ of said patient origin ], organization, or CSG level in sample of body fluid; — and — the CSG 
level by which (c) measurement was carried out — the cell of a normal Homo sapiens contrast sample — Said 
approach related with the cancer which is related with the cancer to which the increment in the CSG level by 
which said patient to normal Homo sapiens contrast was measured coming [ comparing with an organization or 
the CSG level of body fluid ] is advancing, and reduction of the measured CSG level is carrying out regression, 
or is in a remission condition. 

[Claim 4] It is the approach of supervising the selected cancer about the onset of transition in a patient. The 
patient who has the selected cancer from which having carried out (a) transition is not known is identified.; 
(b) measuring [ periodically ]-about CSG-level of CSG in sample of cell [ of said patient origin ], organization, or 
body fluid; — and — (c) — said approach related with the cancer which any one increment in the CSG level 
measured periodically [ the patient to normal Homo-sapiens contrast ] coming [ comparing with the cell of 
normal Homo-sapiens contrast, an organization, or the CSG level of body fluid the CSG level measured 
periodically ] transferred. 

[Claim 5] It is the approach of supervising change of the phase of the selected cancer in a patient The patient 
who has the cancer by which (a) selection was made is identified.; 

(b) measuring [ periodically ]-about CSG-cell [ of said patient origin ], organization, or CSG level in sample of 
body fluid; — and — (c) — the CSG level measured periodically — the cell of normal Homo sapiens contrast — 
It is related with the cancer to which any one increment in the CSG level measured periodically [ the patient to 
normal Homo sapiens contrast ] coming [ comparing with an organization or the CSG level of body fluid ] is 
advancing in a phase. Said approach related with the cancer which reduction is carrying out regression in the 
phase, or is in a remission condition. 

[Claim 6] CSG is SEQ. ID The approach according to claim 1, 2, 3, 4, or 5 of being the cancer of the gynecology 
system chosen from the group which the selected cancer becomes from a breast cancer, an ovarian cancer, 
endometrial cancer, and a uterine cancer including N0:1, 10, 11 and 12, or 13. 

[Claim 7] CSG — SEQ ID NO: — the approach according to claim 1, 2, 3, 4, or 5 of the cancer chosen including 
2, 9, or 14 being lung cancer, or being the cancer of the gynecology system chosen from the group which 
consists of an ovarian cancer, endometrial cancer, and a uterine cancer. 

[Claim 8] CSG is SEQ. ID Approach according to claim 1, 2, 3, 4, or 5 the cancer chosen including NO:1, 2, 3, 9, 
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10, 11, 12 and 13, or 14 is an ovarian cancer. 

[Claim 9] Said CSG is SEQ. ID Antibody containing NO:1, 2, 3, 9, 10, 1 1, 12 and 13, or 14 to CSG. 

[Claim 10] How to image the selected cancer which comes to contain medicating a patient with an antibody 

according to claim 9 in a patient 

[Claim 1 1] The approach according to claim 10 to which the indicator of said antibody is carried out with 
paramagnetic ion or radioisotope. 

[Claim 12] How to treat the selected cancer which comes to contain medicating a patient with an antibody 
according to claim 9 in a patient. 

[Claim 13] The approach according to claim 12 which the antibody has combined with cytotoxic medicine. 



[Translation done.] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

Field of invention This invention relates to the assay which has developed newly detection, a diagnosis, a 
monitor, and for imaging [, foreknow and ] and treating the cancer and lung cancer of a gynecology system 
including various cancers especially an ovarian cancer, a uterine cancer, endometrial cancer, and a breast cancer 
in part. [ phase ] 
[0002] 

Background technique The U.S. cancer institute presumes an American's this year number of the cancer death 
dead to be 560,000 or more. In the United States, cancer is the cause of death of the second place, and there is 
only much cardiopathy slightly. The number of new patient cases diagnosed as cancer only in 1999 is presumed 
to be 1 million or more. 
[0003] 

In a woman, the cancer of a gynecology system occupies 1/4 or more [ of a malignant tumor ]. 

In the cancer of a gynecology system, a breast cancer is the most common. According to the woman cancer 

network, one person has a risk concerning a breast cancer in eight of American women, and there is a risk to 

which one person dies of a breast cancer in 28 persons. Although about 77% of the woman diagnosed as a breast 

cancer is 50 or more years old, a breast cancer is the 1st place as a 40 years old - 55 year-old woman's cause 

of death. 

[0004] 

An ovarian cancer is the cancer of another very general gynecology system. One person is suffered from about 
70 persons between the whole life at an ovarian cancer. The presumed death toll from the ovarian cancer of 
1995 was 14,500. The death toll is higher than any cancer of a female genital system. An ovarian cancer does 
not cause the symptom which he notices is it in many cases. However, the unusual colporrhagia is rare although 
it is the escape of the abdomen by are recording of body fluid, and the failure (displeasure, gas, or flatulence) of 
a vague digestive system which are likely to become a warning signal by the 40 or older-year woman. Although 
the close examination of a periodical pelvis is important, an ovarian cancer is not detected in Pap test. The 40 or 
older-year woman is recommended undergoing a pelvioscopy every year. 
[0005] 

Moreover, endometrial cancer or the cancer of an intrauterine layer is common at a woman. According to the 
woman cancer center, endometrial cancer occupies about 13% of the female whole malignant tumor. In the U.S., 
about 34,000 examples are diagnosed as endometrial cancer every year. 
[0006] 

Sarcoma uteri are uterus malignant diseases another type [ rare ] quickly as compared with the cancer of other 
gynecology systems. In sarcoma uteri, a malignant cell begins to increase in the muscles or other support 
organizations of a uterus. Sarcoma uteri differ from endometrial cancer (disease which a cancer cell begins to 
increase by the inner layer of a uterus). This uterine cancer usually starts after a menopause. The risk to which 
a carrier beam woman shows the symptoms of sarcoma uteri for a therapy through a high-dose X-ray (external 
beam-of-light radiotherapy) in a pelvis is high. The above-mentioned X-ray may be irradiated by the woman in 
order to stop the bleeding from a uterus. 
[0007] 

With American man and woman, lung cancer is the cancer type [ many ] to the 2nd, and is the cause of death of 
cancer with most any sexes. Lung cancer is produced from the secondary neoplasm which spread from the 



http://www4.ipdl.ncipi.go.jp/cgi-bin/tran_web_cgi_ejLie 



2005/09/16 



JP,2002~523760,A [DETAILED DESCRIPTION] 2/28 K — v 

primary neoplasm which has the origin in lungs, the large intestine, or another organ like an udder. Primary lung 
cancers are; vesicularity lung cancer classified to three main types, non-vesicularity lung cancer, and the 
mesothelioma. Vesicularity lung cancer is also called "oat cell ' lung cancer because this cancer cell is a 
characteristic oat form. There are three types of non-vesicularity lung cancers. These are served similarly, and 
since vesicularity lung cancer shows a different response to a therapy, it is collected together. These three 
types are a squamous cell carcinoma, an adenocarcinoma, and a large cell carcinoma. A squamous cell carcinoma 
is the most common type of lung cancer. The symptoms of this are shown from the cell used as backing of a 
respiratory tract On the other hand, in an adenocarcinoma, symptoms develop from the cell (phlegm) of the 
particular type which produces slime. When it observes this cell under a microscope, large cell lung cancer is 
named such, because it looks round [ it is large and ]. Mesoepithelioma is cancer rare type suffered from the 
bonnet of the lungs called a pleura. Mesoepithelioma is often started by exposure to asbestos. 
[0008] 

The approach used for, and detection and foreknowing each of the cancer of the above-mentioned type is very 
important for a patient's out cam. [ diagnose, supervise and ] [ phase ] Generally with any case, the patient 
diagnosed at an early stage in the onset of cancer has a much high five years survival rate as compared with the 
survival rate of the patient diagnosed as the transferred cancer. The new diagnostics more specific than that for 
carrying out the early checkup of the cancer various type at high sensitivity is searched for clearly. 
[0009] 

They are detection, a diagnosis, a monitor, phase attachment, precognition, and in vivo about the selected 
cancer included through detection of a cancer unique gene (Cancer Specific Genes; CSG) in this invention, 
without limiting an ovarian cancer, a breast cancer, endometrial cancer and/or the cancer of a gynecology 
system like a uterine cancer, and lung cancer. The approach for imaging and treating is offered. Nine sorts of 
CSG is identified and they are SEQ. ID Especially the NETIBU protein discovered by the gene which comes to 
contain the polynucleotide array of either NO:1, 2, 3, 4, 5, 6, 7 and 8 or 9 is meant. It is SEQ which is meant by 
nine sorts of CSG in other ways so that it may be used on these descriptions. ID NETIBU mRNA in which a code 
is carried out by the gene which comes to contain either of the polynucleotide arrays of NO:1~9 is meant, or it is 
SEQ. ID The gene itself which comes to contain either of the polynucleotide arrays of NO:1-9 is meant. SEQ ID 
The fragmentation of CGS as shown in NO: 10, 11,12 and 13, or 14 may also be detected. 
[0010] 

Other objects, descriptions, effectiveness, and side faces of this invention will become clear [ to this 
contractor ] from the following explanation. However, the following explanation and a specific example show the 
desirable mode of this invention, and are shown only for instantiation. Probably, it will be clear to this contractor 
immediately to carry out various modification and amelioration in the pneuma of this invention indicated and the 
range, since other parts of reading the following explanation and this disclosure are read. 
[0011] 

Epitome of invention For the above and other objects, the level of CSG of a cell, an organization, or body fluid by 
analyzing about the change when comparing with the cell of the same mold, an organization, or the CSG level of 
body fluid preferably of normal Homo sapiens contrast It is the object of this invention to offer the approach of 
diagnosing existence of the selected cancer, and it is related with the cancer as which change of a patient's 
CSG level to normal Homo sapiens contrast was chosen here. For the object of this invention, "the selected 
cancer" means including an ovarian cancer, a breast cancer, endometrial cancer and/or the cancer of a 
gynecology system like a uterine cancer, and lung cancer. 
[0012] 

Being provided furthermore identifies a Homo sapiens patient with the misgiving which has the transferred 
selected cancer.; The cell of such the patient origin, Such a cell, an organization, or the CSG level of body fluid 
The sample of an organization or body fluid is analyzed about CSG.; by [ of normal Homo sapiens contrast ] 
comparing with the cell of the same mold, an organization, or the CSG level of body fluid preferably It is the 
approach of diagnosing metastatic cancer in the patient who has the selected cancer from which having 
transferred is not known, and is related with the cancer which the increment in a patient's CSG level to normal 
Homo sapiens contrast transferred here. 
[0013] 

Being provided by this invention again identifies the Homo sapiens patient who has the above cancers.; The cell 
of such the patient origin, Such a cell, an organization, or the CSG level of body fluid The sample of an 
organization or body fluid is analyzed about CSG.; by [ of a normal Homo sapiens contrast sample ] comparing 
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with the cell of the same mold, an organization, or the CSG level of body fluid preferably It is related with the 
cancer which is phase attachment ****** in a Homo sapiens patient, and is related with the cancer to which the 
increment in a patient's CSG level to normal Homo sapiens contrast is advancing here, and reduction of CSG 
level is carrying out regression of the selected cancer, or is in a remission condition. 
[0014] 

Furthermore, the approach of supervising the selected cancer about the onset of transition in a patient is 
provided. The Homo sapiens patient who has the selected cancer from which having transferred this approach is 
not known is identified.; The cell of such the patient origin, The sample of an organization or body fluid is 
periodically analyzed about CSG.; Such a cell, It is related with the cancer to which the increment in a patient's 
CSG level to normal Homo sapiens contrast transferred an organization or the CSG level of body fluid here 
including the thing of a normal Homo sapiens contrast sample preferably compared with the cell of the same 
mold, an organization, or the CSG level of body fluid. 
[0015] 

Furthermore, the approach of supervising phase change of the selected cancer is provided by observing the level 
of CSG in the Homo sapiens who has such cancer. That this approach identifies the Homo sapiens patient who 
has the selected cancer, the cell of such the patient origin, The sample of an organization or body fluid is 
periodically analyzed about CSG.; Such a cell, A normal Homo sapiens contrast sample preferably an organization 
or the CSG level of body fluid The cell of the same mold, It is related with the cancer to which the increment in 
a patient's CSG level to normal Homo sapiens contrast is advancing here including comparing with an 
organization or the CSG level of body fluid, and is related with the cancer which reduction of CSG level is 
carrying out regression, or is in a remission condition. 
[0016] 

Furthermore, the fragmentation of the antibody to CSG which can be used in order to detect or diagnose the 
selected cancer and to detect or image localization of CSG in a patient, or such an antibody is provided. Such an 
antibody may be a polyclonal or a monoclonal, or can be manufactured with the technique of molecular biology. 
The vocabulary a "antibody" is mentioned as SELEX and is well known by this contractor so that it may be used 
through the text and this description, in vitro It means also including APUTAMA and a single-stranded 
oligonucleotide which are derived from the protocol of evolution. Although the indicator of the antibody may be 
carried out with various detection labels, and not limited to it, radioisotope and a paramagnetism metal are 
contained. Such antibody or its fragmentation can be used again also as a remedy in the treatment of the 
disease characterized by the manifestation of CSG. or [ induction-izing an antibody to radioisotope, an enzyme, 
a toxin, a drug, or cytotoxic medicine like a prodrug in therapy application ] — or it can be used, without 
induction-izing. 
[0017] 

Other objects, descriptions, effectiveness, and side faces of this invention will become clear [ to this 
contractor ] from the following explanation. However, the following explanation and a specific example show the 
desirable mode of this invention, and are shown only for instantiation. Probably, it will be clear to this contractor 
immediately to carry out various modification and amelioration in the pneuma of this invention indicated and the 
range, since other parts of reading the following explanation and this disclosure are read. 
[0018] 

Detailed description This invention relates to quantitive and qualitative the diagnostic assay and the approach 
for, and detection and foreknowing the selected cancer by comparing the level of CSG with the CSG level of 
normal Homo sapiens contrast. [ diagnose, supervise and ] [ phase ] The level of CSG is SEQ so that it may be 
used on these descriptions. ID It is the thing of the level of the NETIBU protein discovered by the gene which 
comes to contain one polynucleotide array of NO:1-9. The level of CSG is SEQ so that it may be used on these 
descriptions in other ways. ID It is the level of NETIBU mRNA in which a code is carried out by the gene which 
comes to contain either of the polynucleotide arrays of NO:1-9, or is SEQ. ID It is the thing of the level of the 
gene which comes to contain either of the polynucleotide arrays of NO:1~9. SEQ ID The fragmentation of CGS 
as shown in NO:10, and 11, 12, 13 and 14 may also be detected. Such level is preferably measured by at least 
one of a cell, an organization, and/or the body fluid, and the quantum of normal and unusual level is also 
contained. The diagnostic assay by this invention which diagnoses the superfluous manifestation of CSG protein 
in this way as compared with the body fluid of normal contrast, a cell, or the sample of an organization may be 
used in order to diagnose existence of the selected cancer. "The selected cancer" means an ovarian cancer, a 
breast cancer, endometrial cancer, the cancer of a gynecology system like a uterine cancer, or lung cancer so 
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that it may be used on these descriptions. 
[0019] 

nine sorts of CSG — the approach of this invention — setting — independent — or — the — it is altogether 
together or may be measured in the combination of arbitration. However, with the approach about the cancer of 
a gynecology system including an ovarian cancer, a breast cancer, endometrial cancer, and a uterine cancer, it is 
SEQ. ID It is desirable to carry out the quantum of the level of CSG which comes to contain NO:1 or its 
fragmentation. The typical fragmentation which this CSG can detect is SEQ. ID It is shown in NO:10, and 11,12 
and 13. With the approach about the cancer of a gynecology system including lung cancer, an ovarian cancer and 
endometrial cancer, and a uterine cancer, it is SEQ. ID It is desirable to carry out the quantum of the level of 
CSG which comes to contain NO:2 or 9. SEQ ID The fragmentation of this CSG as shown in NO:14 may also be 
detected. With the approach about an ovarian cancer, it is SEQ. ID It is also desirable to carry out the quantum 
of the level of CSG which comes to contain NO:3. 
[0020] 

All the approaches of this invention may include not only CSG but the thing for which the level of other cancer 
markers is measured by request. Cancer markers other than CSG useful to this invention change with cancers 
examined, and are known by this contractor. 
[0021] 

Diagnostic assay This invention offers the approach of diagnosing existence of the cancer chosen by analyzing 
the level of CSG of a cell, an organization, or body fluid about the change when comparing with the level of CSG 
of the cell of the same mold, an organization, or body fluid preferably of the normal Homo sapiens contrast origin, 
and is related with existence of the cancer as which change of a patient's CSG level to normal Homo-sapiens 
contrast was chosen here. 
[0022] 

Although this invention is not limited, the result of the positivity which shows that the patient examined generally 
has cancer by quantitive diagnostic assay is that the cell, the organization, or body fluid level of a cancer marker 
like CSG is high twice [ at least ], and most preferably at least 5 times as high as the level of the same desirable 
cell of normal Homo sapiens contrast, an organization, or body fluid. 
[0023] 

This invention offers the approach of diagnosing about the onset of transition of transition of the selected 
cancer in the patient who has the selected cancer which has not been transferred yet again. By the approach of 
this invention, the Homo sapiens cancer patient by whom having the selected (having transferred not being 
known) cancer which may have been transferred is suspected is identified. This is attained by various means 
known by this contractor. For example, in the case of an ovarian cancer, generally, a patient is diagnosed as an 
ovarian cancer according to the monitor of surgical phase attachment and CA125 level. The conventional 
detecting method is also available and is learned about the cancer as which the others which can be diagnosed 
by the quantum of a patient's CSG level were chosen. 
[0024] 

It is useful to determine a cell, an organization, or existence of the CSG level of body fluid in this invention 
especially in order to distinguish the selected cancer which has not been transferred and the transferred 
selected cancer. With an existing technique, it is difficult to distinguish the transferred cancer and the cancer 
which has not been transferred, and selection of a suitable therapy is often influenced by such information. 
[0025] 

the cancer marker measured with such a cell, an organization, or body fluid in this invention — CSG — it is — 
the Homo sapiens contrast with the normal level — it is preferably compared with the cell of the same mold, an 
organization, or the CSG level of body fluid. That is, if the cancer marker observed is CSG of a blood serum, this 
level will be preferably compared with the CSG level of a normal Homo sapiens patient's blood serum. It is 
related with the cancer which the increment in a patient's CSG to normal Homo sapiens contrast transferred. 
[0026] 

or [ being examined by quantitive diagnostic assay generally, although this invention is not limited ] — or the 
result of the positivity which shows what a patient's cancer supervised transferred is that the cell, the 
organization, or body fluid level of a cancer marker like CSG is high twice [ at least ], and most preferably at 
least 5 times as high as the level of a normal patient's same desirable cell, an organization, or body fluid. 
[0027] 

By the approach which the Homo sapiens patient who does not have cancer, and/or the noncancerous sample of 
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the patient origin are contained in normal Homo sapiens contrast used on these descriptions, and is diagnosed or 
supervised about; transition, the sample of the Homo sapiens patient origin judged by the approach of trusting it 
if it has the selected cancer which has not been transferred is also contained in normal Homo sapiens contrast. 
[0028] 

Phase attachment (staging) 

This invention offers phase attachment ****** for the cancer chosen again in a Homo sapiens patient. 
[0029] 

This approach includes identifying the Homo sapiens patient who has the selected cancer, and analyzing the 
sample of the cell of such the patient origin, an organization, or body fluid about CSG. Subsequently, it is related 
with the cancer which is related with the cancer to which the increment of a Homo sapiens patient's CSG level 
[ as opposed to / it is preferably compared with the cell of the same mold, an organization, or the CSG level of 
body fluid, and / Homo sapiens contrast normal here ] in the sample of such a cell, an organization, or the Homo 
sapiens contrast with the normal CSG level of body fluid is advancing, and reduction of CSG level is carrying out 
regression, or is in a remission condition by this approach. 
[0030] 

Monitor (monitoring) 

Furthermore, the approach of supervising the selected cancer about the onset of transition in Homo sapiens is 
provided. The Homo sapiens patient who has the selected cancer from which having transferred this approach is 
not known is identified.; The cell of such the Homo sapiens patient origin, The sample of an organization or body 
fluid is periodically analyzed about CSG.; Such a cell, It is related with the cancer to which the increment in a 
Homo sapiens patient's CSG level to normal Homo sapiens contrast transferred an organization or the CSG level 
of body fluid here including the thing of a normal Homo sapiens contrast sample preferably compared with the 
cell of the same mold, an organization, or the CSG level of body fluid. 
[0031] 

In the Homo sapiens who has the above cancers, the approach of supervising phase change of the selected 
cancer is further provided by this invention. This approach identifies the Homo sapiens patient who has the 
selected cancer.; The cell of such the patient origin, The sample of an organization or body fluid is periodically 
analyzed about CSG.; Such a cell, A normal Homo sapiens contrast sample preferably an organization or the 
CSG level of body fluid The cell of the same mold, It is related with the cancer to which the increment in a 
Homo sapiens patient's CSG level to normal Homo sapiens contrast is advancing in a phase here including 
comparing with an organization or the CSG level of body fluid, and is related with the cancer which reduction of 
CSG level is backing in a phase, or is in a remission condition. 
[0032] 

Supervising about the onset of transition of such a patient is periodical, and it is preferably made with the 
quarter base. However, frequency may be fluctuated depending on the cancer of this **, a specific patient, and 
the phase of cancer. 
[0033] 

Assay technique In the sample originating in a patient, the assay technique which can be used in order to carry 
out the quantum of the level of gene expression like CSG of this invention is well known to this contractor. In 
such an assay approach, they are radioimmunoassay, reverse transcriptase PCR (RT-PCR) assay, 
immunohistochemistry assay, and in situ. Hybridization assay, competitive joint assay, the Western blot analysis, 
ELISA assay, and pro TEOMIKKU approach are included. In order to diagnose the gene expression protein in a 
biological fluid in the above, ELISA is often desirable. 
[0034] 

ELISA assay includes the specific antibody to CSG, and manufacturing a monoclonal antibody preferably, when it 
cannot receive easily from a commercial item probably. Furthermore, generally the reporter antibody specifically 
combined with CSG is manufactured. Radioactivity, fluorescence or the reagent in which detection like the 
reagent of an enzyme is possible, for example, a horseradish peroxidase enzyme, and the alkaline phosphatase 
are attached to this reporter antibody. 
[0035] 

On the solid base material which combines an antibody specific to CSG with this antibody, for example, a 
polystyrene dish, in order to perform ELISA, it incubates. By incubating with nonspecific protein still like bovine 
serum albumin, the free protein bonding site on a dish is covered. Next, if it incubates in this dish, CSG will 
combine the sample which should be analyzed with the specific antibody attached to the polystyrene dish 
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between them. An uncombined sample is washed out with the buffer solution. If the reporter antibody which it 
was turned to the CSG unique target and combined with horseradish peroxidase is put into a dish, this reporter 
antibody will combine with the monoclonal antibody combined with CSG. The reporter antibody which did not 
adhere is flushed. The reagent containing a colorimetry substrate for peroxidase activity is added to a dish. The 
resultant which colored by the fixed peroxidase connected with the CSG antibody is produced. The amount of 
coloring in a certain fixed time amount is proportional to the amount of the CSG protein which exists in a 
sample. Generally, a standard curve is made reference and a quantitive result is obtained. 
[0036] 

A solid base material is made to pass the specific antibody of CSG which is possible also for using competitive 
assay and was attached to a solid base material and CSG by which the indicator was carried out here, and the 
sample of the host origin, and the amount of the detection label attached to the solid base material is made to 
correlate with the amount of CSG in a sample. 
[0037] 

A nucleic-acid method can be used in order to detect as a marker of the cancer which had mRNA of CSG 
chosen. Other nucleic-acid methods like magnification (NASABA) of polymerase chain reaction (PCR), a ligase 
chain reaction (LCR), and the nucleic-acid array base can use it in order to detect a malignant tumor cell to 
various selected diagnoses and objects for a monitor of a malignant disease. For example, reverse transcriptase 
PCR (RT-PCR) is the powerful technique which can be used in order to detect existence of a specific mRNA 
ensemble in the complicated mixture of other mRNA kinds of thousands. ; to which reverse transcription of the 
mRNA kind is first carried out in RT-PCR to complementary DNA (cDNA) using the reverse transcriptase of an 
enzyme — subsequently this cDNA is amplified in a standard PCR reaction. Thus, RT-PCR can show existence 
of a certain single mRNA kind by magnification. Therefore, if this mRNA is very specific into the cell which 
produces it, existence of the cell of a particular type can be identified using RT-PCR. 
[0038] 

The hybridization to the clone (namely, GURIDDINGU) or oligonucleotide by which the array array was carried 
out on the solid base material is used, and it becomes possible to detect the gene expression concerned and to 
carry out the quantum of the manifestation level. In this approach, cDNA which carries out the code of the CSG 
gene is being fixed to the substrate. Although this substrate may be a thing suitable type, glass, a nitrocellulose, 
nylon, or plastics is included without limiting. Although a part of DNA [ at least ] which carries out the code of 
the CSG gene is attached to a substrate and subsequently being incubated with the analyte, this may be RNA 
isolated from the organization for an interest, or the complementary DNA (cDNA) copy of the RNA. That the 
hybridization of the DNA and the analyte which were combined with the substrate carries out radioactive labeling 
of the secondary molecule designed the analyte or for hybrid detection by various means, without [ detection 
and ] limiting to it although the quantum might be carried out, or carrying out fluorescent labeling are included. 
The quantum of gene expression level is made in the signal reinforcement of the analyte origin as compared with 
the reinforcement determined from the known criterion. A criterion is in vitro of a target gene. It is obtained by 
creating a standard curve using an imprint, the quantum of yield, and its ingredient, 
[0039] 

In pro TEOMIKKU approach, 2-dimensional (2D) electrophoresis is the technique well known for this technical 
field. Isolating each protein from a sample like a blood serum is made by usually separating protein continuously 
with various properties on polyacrylamide gel. First, protein is separated by size using a current. Since a current 
acts on all protein uniformly, smaller protein moves distantly from larger protein in a gel top. At the second 
dimension, a vertical current is applied to the beginning and protein is separated not based on size but based on 
the specific charge which each protein bears. Since two protein which has a different array is not in agreement 
with both size and a charge, a spot with each characteristic protein is occupied on square gel as a result of 2D 
separation. A chemistry article or the probe of an antibody analyzes a spot, or the relative amount of a certain 
specific protein in a sample and proteinic identity can be clarified by micro sequencing of consecutive protein. 
[0040] 

The above-mentioned trial can be carried out to the sample derived from an organization extract (homogenate 
or solubilized organization) which originates in a variety of patients' cell, body fluid and/or organization biopsy, 
and autopsy specimen. Blood, urine, saliva, other body secrete, or those induction objects are contained in body 
fluid useful to this invention. Blood may include a leucocyte, plasma, a blood serum, or the induction object of 
blood. 
[0041] 
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In vivo Antibody activity Patient by whom having suffered the antibody to CSG from the selected cancer 
including the cancer of a gynecology system like lung cancer or an ovarian cancer, a breast cancer, endometrial 
cancer, or a uterine cancer is suspected in vivo **** — it can be used. It may be injected especially with the 
antibody to CSG for the object of a diagnosis and/or a therapy to a patient with the misgiving which has the 
selected cancer, in vivo Using an antibody for a diagnosis is well known for this technical field. For example, the 
activity by radioimmunoscintigraphy imaging of the neoplasm to which the antibody-chelating agent which carried 
out the indicator by the indium 1 1 1 discovers a carcinoembryonic antigen is described (Sumerdon et al., 
Nucl.Med.Biol.1990, 17:247-254). Especially an antibody-chelating agent such has been used for detecting the 
neoplasm of a patient with the misgiving which has the colorectal cancer of recurrence nature (Griffin et al., 
J.CIin.Onc.1991, 9:631-640). The antibody with the paramagnetic ion as an indicator used for magnetic 
resonance imaging has also been described (Lauffer, R.B., Magnetic Resonance in Medicine, 1991, 22:339-342). 
The antibody turned to CSG can also be used in the same way. It may be injected with the labelled antibody to 
CSG to a patient with the misgiving which has the cancer which is a diagnosis or phase attachment ****** and 
was chosen in a patient's symptoms. The indicator used is chosen according to the format of the imaging used. 
For example, the indium 111, technetium-99m, or radioactive labeling like idoine-131 can be used for a 2- 
dimensional scan or a single photon emission computed tomography (SPECT). A positive electron radiolabel like 
a fluorine -19 can be used for positron emission tomography. A gadolinium (III) or paramagnetic ion like 
manganese (II) can be used for magnetic resonance imaging (MRI). It becomes possible to determine the breadth 
of cancer according to the normal of an indicator. It also becomes possible to judge the existence of the cancer 
in an organ or an organization concerned with the amount of the indicator in an organ or an in-house. 
[0042] 

For the patient diagnosed as the selected cancer, the profit on a therapy of injecting with the antibody to CSG 
may be brought about. An antibody may demonstrate the curative effect independently. In other ways, since an 
antibody reinforces the curative effect, it is combined with a drug, a toxin, or cytotoxic medicine like a 
radionuclide by it (conjugate), a monoclonal antibody remedy — for example — Garnett and Baldwin, Cancer 
Research 1986, and 46 : 2407-2412 It has been described by this technical field. A toxin is combined with a 
monoclonal antibody and it is also used for the therapy of various cancer types. Pastan et al., Cell 1986, 47 : 
641-648 It is described. About the monoclonal antibody which carried out the indicator by the yttrium 90, 
carrying out the delivery of the maximum dosage to a neoplasm is described, restricting the toxicity to normal 
tissue (Goodwin and Meares, Cancer Supplement 1997, 80:2675-2680). Although not limited, other cytotoxic 
radionuclide containing the copper 67, idoine-131, and a rhenium -186 can be used for the indicator of an 
antibody to CSG. 
[0043] 

Each of polyclonals and monoclonal antibodies, and antibodies manufactured by the technique of molecular 
biology is contained in the antibody which can be used for the approach of Above in vivo. Reference is made as 
an antibody fragment and SELEX, and it is well known by this contractor, in vitro APUTAMA and a single- 
stranded oligonucleotide which are derived from the protocol of evolution can also be used. 
[0044] 

This invention is explained in more detail by the following examples. The following examples are offered only in 

order to explain this invention concretely in relation to a specific mode. Although these typical examples explain 

a side face with this invention, they show a restrictive thing or do not restrict the range of indicated invention. 

[0045] 

[Example] 

Example 1 

diaDexus Cancer for data mining developed by LLC, Santa Clara, and CA Leads Automatic Search Package 
(CLASP) is used and it is Incyte. CSG was identified by analyzing systematically the data of a LIFESEQ database 
more nearly available than Pharmaceuticals, Palo Alto, and CA. 
[0046] 

: to which CLASP carries out the following processes — the organ discovered by altitude based on the ABAN (it 
compared with all other organs) dance level of the response EST in a target organ — analyze the manifestation 
level in the organization library relevant to normal, neoplasm tissue, a disease organization and a neoplasm, or a 
disease about each of the organ specific gene discovered by the thing; altitude which chooses a specific gene. 
The candidate gene which shows Component EST was chiefly chosen from **** frequently in the neoplasm 
library. It becomes possible to identify the organ and cancer unique gene which are discovered by altitude by 
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CLASP. Subsequently, the last manual of detail assessment is carried out and CSG selection is completed. 

[0047] 
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[0048] 

The following examples were carried out using the standard technique which is well known to this contractor and 
serves as a conventional method, when the case where it was explained in detail was removed. The technique of 
the steady molecular biology in the following examples is Sambrook et al. and MOLECULAR CLONING. : A 
LABORATORY MANUAL, 2nd.Ed.; Cold Spring Harbor Laboratory Press, Cold Spring Harbor, and N.Y. (1989) It 
can carry out as given in a standard experiment manual [ like ]. 
[0049] 

Example 2: Comparison quantum of gene expression The real-time quantum PCR using a fluorescence Taqman 
probe is Taq. It is a quantitive detection system using 5'-3' nuclease activity of DNA polymerase. By this 
approach, the internal fluorescence oligonucleotide probe (Taqman) by which the indicator was carried out with 
the reporter coloring matter of 5' and down-stream 3' quenching coloring matter is used. Between PCR, it is 
Taq. A reporter is emitted by 5'-3' nuclease activity of DNA polymerase, and, subsequently Tt is Model. 7700 
Sequence Detection The laser detector of System (PE Applied Biosystems, a FOSUTA city, CA, United States) 
can detect the fluorescence. 
[0050] 

The amplified endogenous contrast is used, the amount of the sample RNA added to a reactant is standardized, 
and the effectiveness of reverse transcriptase (RT) is normalized. Either cyclo FIRIN, glyceraldehyde 3- 
phosphate dehydrogenase (GAPDH) or 18S ribosomal RNA (rRNA) is used as this endogenous contrast In order 
to compute the relative amount between [ all / that is examined ] samples, the target RNA level of one sample 
was used as a reference value (calibrator) of a comparison result. The relative amount to the "calibrator" can be 
obtained with a comparison method (User Bulletin #2:ABI PRISM 7700 Sequence Detection System), using a 
standard curve. 
[0051] 

Organization distribution and level of a target gene were evaluated about each example of normal tissue and a 
cancer organization. All RNA was extracted from normal tissue, a cancer organization and cancer, and its equal 
(matched) corresponding adjoining organization. Subsequently, the first cDNA chain was prepared using reverse 
transcriptase, the specific primer and the Taqman probe were used for each target gene, and polymerase chain 
reaction was carried out This result is ABI. PRISM 7700 Sequence It is analyzed using Detector. The following 
absolute numbers are the relative manifestation level of the target gene in a specific organization in comparison 
with a calibrator organization. 
[0052] 

Ovr110; clone ID1 6656542; gene ID 234617 (SEQ ID NO:1, 10, 11 and 12, or 13) measurement The absolute 
number shown in a table 2 is the relative manifestation level of Ovr110 (the fragmentation shown in SEQ ID NO:1 
or SEQ ID NO:10, 12 [ 11 and 12 ], or 13) in 12 sorts of different normal tissues. All numeric values are 
compared with the normal stomach (calibrator). These RNA samples are the pools of the commercial item which 
pooled and produced the sample of the specific organization of various individual origins. 
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[0053] 
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[0054] 

It is shown that the relative manifestation level of a table 2 is detected on the level which can compare Ovr1 10 
in almost all the normal tissues that analyzed. Ovr110 of a high level The relative manifestation level of the 
organization which has discovered mRNA is only the pancreas, the endometrium (8.82), the testis (8.72), and the 
kidney (7.19) of 21.41. 
[0055] 

The absolute number of a table 2 analyzes and obtains the pool of the specific organ sample of various individual 
origins. They must have been compared with the absolute number of the table 3 originating in RNA obtained from 
the organization sample of a single individual. 
[0056] 

The absolute number shown in a table 3 is the relative manifestation level of Ovr110 in samples, such as 73 pairs 
of pairs. Any numeric value is compared with the normal stomach (calibrator). Pairs, such as a pair, are formed of 
mRNA of the cancer sample origin of a specific organization, and mRNA of the normal contiguity sample of the 
same organization originating in the same individual. Furthermore, the cancer sample (ovary and mammary gland 
origin) which are not 15 sorts of pairs etc., and the normal sample (ovary and mammary gland origin) which are 
not 14 sorts of pairs etc. were also examined. 
[0057] 
[A table 3] 
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[0059] 

A table 2 and a table 3 are doubled with 1 6 sorts of different tissue forms, and express the sample of a total of 
187 pieces. By analysis of samples, such as a pair, the manifestation of higher level was accepted in a mammary 
gland, a uterus, an endometrium, and the ovary, and the high tissue specificity to the organization of a 
gynecology system was shown. Only the number sample (Kid109 XD, LngSQ56, and Pan82 XP) showed Ovr110 
of high manifestation level with all samples other than the analyzed above. 
[0060] 

Furthermore, the manifestation level of mRNA was compared in the normal adjoining organization of the cancer 
sample of the same individual origin, and an affiliated gene. The singularity about the phase of cancer is shown 
by this comparison (for example, as compared with a normal adjoining organization, mRNA of higher level is 
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discovered with the cancer sample). It is shown that Ovr110 is carrying out the superfluous manifestation of the 
table 3 as compared with each normal adjoining organization by 15 of 16 mammary gland cancer organizations 
(the mammary gland samples MamS516, MamS621, and MamS854, Mam59X, MamS079 and MamS967, 
MamB011X t MamS123, MamS699 and MamS997, Mam162X, MamA06X, Mam699F, Mam12X, and Mam42DN). 
There was a superfluous manifestation in a cancer organization with 94% of samples, such as a pair of the 
examined mammary gland. 
[0061] 

By the uterus, Ovr110 is carrying out the superfluous manifestation of the four pairs etc. by three in a sample 
(uterus sample Utr23XU, Utr85XU, and Utr141XO). There was a superfluous manifestation in a cancer 
organization with 75% of samples, such as a pair of the analyzed uterus. 
[0062] 

By the endometrium, Ovr110 is carrying out the superfluous manifestation of the ten pairs etc. by six in a 
sample (endometrium samples End8963 and End65 RA, End8911, End3 AX, End10479, and End12 XA). There was 
a superfluous manifestation in a cancer organization with 60% of samples, such as a pair of the analyzed uterus. 
[0063] 

In the ovary, Ovr110 shows a superfluous manifestation by one in samples, such as one pair. About the ovary 
sample which is not a pair etc., the manifestation value of Ovr1 10 higher than the median (2.52) of ovary 
samples, such as a non-pair with eight normal cancer samples, is shown among 12 pieces. There was a 
superfluous manifestation in a cancer organization with 67% of the ovary sample which is not a pair etc. 
[0064] 

As mentioned above, it is shown in the tissue specificity level in most of samples, such as an examined pair, and 
a list that the superfluous manifestation of mRNA becomes a diagnostic marker for Ovr110 (for SEQ ID NO:1, 10, 
11 and 12, or 13 to be included) to detect the cancer of the cancer of a gynecology system especially a 
mammary gland or an udder, a uterus, the ovary, and an endometrium. 
[0065] 

Ovr114; clone ID1 649377; gene ID 481154 (SEQ ID NO:3) measurement The figure shown in a table 4 is the 

relative manifestation level in comparison with the pancreas (calibrator) of Ovr114 in 12 sorts of normal tissues. 

These RNA samples were obtained from the commercial item, and pooled and produced the sample of the 

specific organization of various individual origins. 

[0066] 

[A table 5] 
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[0067] 

The relative manifestation level of a table 4 shows that the mRNA manifestation of Ovr114 is detected in all the 
pools of the normal tissue which analyzed. 

The organization which shows in a table 4 is the sample pooled from various individuals. The organization which 
shows in a table 5 got from the each object, and was not pooled. Therefore, the numeric value about the 
manifestation level of mRNA shown in a table 4 must have been compared a numeric value and directly it is 
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shown in a table 5. 
[0068] 

The figure shown in a table 5 is the relative manifestation level of Ovr114 in comparison with the pancreas 
(calibrator) in organization samples, such as a sample, 27 non-pairs, etc., such as 46 pairs of pairs. The cancer 
sample and the normal adjoining organization sample of the same organization of the specific organization 
originating in the same individual are contained in pairs, such as each set. The sample of the different normal 
individual origin was analyzed from the cancer (for example, ovary) which cannot obtain a normal contiguity 
sample from the same individual. 
[0069] 
[A table 6] 
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[0071] 

A table 4 and a table 5 are doubled with 17 sorts of human tissue molds, and express the sample of a total of 
129 pieces. It is only the sample of an ovarian cancer that the oncogenesis of a high level is seen in 1 17 samples 
showing 16 sorts of different organizations of a table 5. The median of a manifestation of 0vr1 14 is 14.03 (range: 
0.5-106.08) in an ovarian cancer, and is 4.34 (range: 0-22.09) in the normal ovary. ** [ a paraphrase / increase / 
as compared with it of a normal ovary sample / the median of the manifestation level of Ovr1 14 in a cancer 
sample / 3.5 times ] The manifestation which five (42%) of 12 ovarian cancers increased as compared with the 
normal ovary was shown (95% of singularity). The median of the manifestation of Ovr114 in the cancer of other 
gynecology systems is 4.99, and showed the manifestation level which two of 15 samples may compare with it of 
an ovarian cancer. The median of the manifestation level of 0vr114 in the remaining cancer samples is 1.24, and 
is less than [ of the numeric value shown with an ovarian cancer sample ] 1/11. There is no individual which 
showed the manifestation level which is equal to an ovarian cancer sample (except for liver 2;LivVNM 
00175/175). 
[0072] 

It is shown that that the manifestation is increasing 3.5 times with 42% of each ovarian cancer sample and that 
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there is no manifestation which can be compared from the cancer of other non-woman systems become the 
diagnostic marker with which Ovr1 14 detects an ovarian cancer cell. It is thought that Ovr1 14 marker is useful 
also to detection of other woman cancers, and is acquired to it 
[0073] 

Ovr115; clone ID1283171; gene ID 332459 (SEQ ID NO:2 or 14) measurement The figure shown in a table 6 is the 

relative manifestation level of Ovr1 15 in comparison with each calibrator. A figure is the relative manifestation 

level in 12 sorts of normal tissues in comparison with a testis (calibrator). These RNA samples were obtained 

from the commercial item, and pooled and produced the sample of the specific organization of various individual 

origins. 

[0074] 

[A table 8] 



mm 
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[0075] 

The relative manifestation level of a table 6 shows that the mRNA manifestation of Ovr115 is detected in 12 
sorts of all normal tissues that analyzed. 

The organization which shows in a table 6 is the sample pooled from various individuals. The organization which 
shows in a table 7 got from the each object, and was not pooled. Therefore, the numeric value about the 
manifestation level of mRNA shown in a table 6 must have been compared a numeric value and directly it is 
shown in a table 7. 
[0076] 

The figure shown in a table 7 is the relative manifestation level of Ovr115 in comparison with a testis (calibrator) 

in organization samples, such as a sample, 27 non-pairs, etc., such as 46 pairs of pairs. The cancer sample and 

the normal adjoining organization sample of the same organization of the specific organization originating in the 

same individual are contained in pairs, such as each set. The sample of the different normal individual origin was 

analyzed from the cancer (for example, ovary) which cannot obtain a normal contiguity sample from the same 

individual. 

[0077] 

[A table 9] 
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[0078] 

[A table 10] 
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[0079] 

A table 6 and a table 7 are doubled with 17 sorts of human tissue molds, and express the sample of a total of 
129 pieces. The comparison of the level of the mRNA manifestation in the ovarian cancer sample of the same 
individual origin and a normal adjoining organization, or the normal adjoining organization of other individual 
origins is shown in a table 7. 0vr115 was discovered on higher level nine (75%) of 12 cancer organizations as 
compared with the record level shown in a total of 21 normal or a normal contiguity ovary sample. The 
manifestation of Ovr1 15 was going up by all (100%) four of four ovarian cysts which have malignancy in a 
boundary region. The median of a manifestation [ in / to the median of the manifestation in the normal ovary 
being 0 / an ovarian cancer (malignancy also contains the thing on a boundary) ] was 212.30. As compared with 
the normal adjoining organization sample of these selves, also according to lung cancer, the manifestation level 
of 0vr115 rose by three pieces (75%) according to three pieces (100%) and a uterine cancer, and was rising by 
endometrial cancer two [ of three pieces ] (50%) of the four pieces of the four pieces. 
[0080] 
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It is shown that that the manifestation level of Ovr1 15 is relatively high in the sample of the cancer as which an 
ovarian cancer and others were chosen becomes the diagnostic marker with which Ovr115 detects an ovarian 
cancer, lung cancer, a uterine cancer, and endometrial cancer. 
[0081] 

;g2597613-gi|2507612|gb|U75329.l|HSU75329 which the homolog of Ovr115 is also identified by the well-known 
database mRNA of a Homo sapiens serine protease, perfect CDS. This homolog is SEQ with this description. ID 
It is shown as NO:9. SEQ ID It is thought that NO:9 or the protein (SEQ ID NO:15) by which a code is carried out 
by that cause is also useful as a diagnostic marker for detecting an ovarian cancer, lung cancer, a uterine 
cancer, and endometrial cancer in a Homo sapiens patient, and it obtains. 
[Layout Table] 

SEQUENCE LISTING 

<110> Salceda, Susana 
Sun, Vongming 
Recipon, Herve 
Caf f erkey, Robert 
DIADEXUS LLC 

<120> A NOVEL METHOD OF DIAGNOSING, MONITORING, STAGING, 
IMAGING AND TREATING VARIOUS CANCERS 

<130> DEX-0043 

' <140> 
<141> 

<150> 60/098,880 
<151> 1998-09-02 

<160> 15 

<170> Patentln Ver . 2.0 

<210> 1 

<211> 2587 

<212> DNA 

<213> Homo sapiens 

<400> 1 

ggaaggcagc gggcagctcc actcagccag tacccagata cgctgggaac cttccccagc 60 
catggcttcc ctggggcaga tcctcttctg gagcataatt agcatcatca ttattctggc 120 
tggagcaatt gcactcatca ttggctttgg tatttcaggg agacactcca tcacagtcac 180 
tactgtcgcc tcagctggga acattgggga ggatggaatc ctgagctgca cttttgaacc 24 0 
tgacatcaaa ctttctgata tcgtgataca atggctgaag gaaggtgttt taggcttggt 300 
ccatgagttc aaagaaggca aagatgagct gtcggagcag gatgaaatgt tcagaggccg 360 
gacagcagtg tttgctgatc aagtgatagt tggcaatgcc tctttgcggc tgaaaaacgt 420 
gcaactcaca gatgctggca cctacaaatg ttatatcatc acttctaaag gcaaggggaa 48 0 
tgctaacctt gagtataaaa ctggagcctt cagcatgccg gaagtgaatg tggacrtataa 540 
tgccagctca gagaccttgc ggtgtgaggc tccccgatgg ttcccccagc ccacagtggt 600 
ctgggcatcc caagttgacc agggagccaa cttctcggaa gtctccaata ccagctttga 660 
gctgaactct gagaatgtga ccatgaaggt tgtgtctgtg ctctacaatg ttacgatcaa 720 
caacacatac tcctgtatga ttgaaaatga cattgccaaa gcaacagggg atatcaaagt 780 
gacagaatcg gagatcaaaa ggcggagtca cctacagctg ctaaactcaa aggcttctct 840 
gtgtgtctct tctttctttg ccatcagctg ggcacttctg cctctcagcc cttacctgat 900 
gctaaaataa tgtgccttgg ccacaaaaaa gcatgcaaag tcattgttac aacagggatc 960 
tacagaacta tttcaccacc agatatgacc tagttttata tttctgggag gaaatgaatt 1020 
catatctaga agtctggagt gagcaaacaa gagcaagaaa caaaaagaag ccaaaagcag 1080 
aaggctccaa tatgaacaag ataaatctat cttcaaagac atattagaag ttgggaaaat 1140 
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asttcatgtg aactagacaa gtgtgttaag 
tgcatcccca gatctcaggg acctccccct - 
tagtgcatgt tctttgtctc tgaattttta 
agcccctgga aagcctatcc caacatatcc 
tatgtaccct aagacgctcc taattcactg 
tagtaatggg tcaaatgatt cacttttta t 
cccaactgac aaatgccaaa gttgagaaaa 
tcggcgacac cgattttata aataaactga 
tttatttctc agatgatgtt catccgtgaa 
atatggcati atctcatcac aagctctgag 
aagacctcag ttttcaatag catctagagc 
ccatctccgg gggaatgtct gaagaceatt 
atacagtgct actaccaact agtggataaa 
guacaggacg -cctccccatt acaactaccc 
caaaccctgg ttttgagtag aaaagggcct 
ttcfccacatt agtcattggc aaataagcat 
agagccagaa ctctatcggg .caccaggata 
ctatgggaaa tgcctgatgg gattatcttc 
tcattcracc ctgcaagcca agttctgtaa 
cttactctca atttagatct ccagaccctt 
catatacctt ccatgaagca cacacagact 
tgaggccttg aggaatgaag ctttgaagga 
acactcttca tgtgttaacc actgccttcc 
atgttgttat agaaaactga ttttagagtt 
atttcct 



agtgataagt aaaatgcacg tggagacaag 1200 
gcctgrcacc tggggagtga gaggacagga 1260 
gttatatgtg ctgtaatgtt gctctgagga 1320 
acatcttata ttccacaaat taagctgtag 1380 
ccacttcgca actcaggggc ggctgcattt 1440 
gatgcttcca aaggtgcctt ggcttctctt 1500 
atgatcataa ttttagcata aacagagcag 1560 
gcaccttctt tttaaacaaa caaargcggg 1620 
tggtccaggg aaggaccttt caccttgact 1680 
gcttctcctt tccatcctgc gtggacagct 1740 
agtgggactc agctgggctg atttcgcccc 1800 
ttggttacct caatgaggga gtggaggagg 1860 
ggccagggat gctgctcaac ctcctaccat 1S20 
aatccgaagt gtcaactgtg tcaggactaa 1980 
ggaaagaggg gagccaacaa atctgtctgc 2040 
tctgtctctt rggctgctgc ctcagcacag 2100 
acatctctca gtgaacagag ttgacaaggc 2160 
agcttgttga gcttctaagt ttctttccct 2220 
gagaaatgcc tgagttctag ctcaggtttt 2280 
cctggccaca attcaaatta aggcaacaaa 234 0 
tttgaaagca aggacaatga ctgcttgaat 2400 
aaagaatact ttgtttccag cccccttccc 2460 
rggaccttgg agccacggtg actgtattac 2520 
ctgatcgttc aagagaatga ttaaatatac 2580 

2537 



<210> 2 

<211> 2070 

<212> DWA 

<213> Homo sapiens 



<400> 2 

cacagagaga ggcagcagct tgctcagcgg 
ctgccctgca ctcgggcctc ctccagccag 
agccaggacc tgtgtgggga ggccctcctg 
ctacagggag accgggagga tcacagagcc 
cctctgaaca gcctcgatgt caaacccctg 
agaaaggtgg ggatccccat catcatagca 
gttgtcctca tcaaggtgat tctggataaa 
ttcatcccga ggaagcagct gtgtgacgga 
gagcactglig tcaagagctt ccccgaaggg 
cgatccacac tgcaggtgct ggactcggcc 
aacttcacag aagctctcgc tgagacagcc 
actttcagag ctgtggagat tggcccagac 
aacagccagg agcttcgcat gcggaactca 
tccctgcact gtcttgcctg tgggaagagc 
gaggcctctg tggattcttg gccttggcag 
tgtggaggga gcatcctgga cccccactgg 



acaaggatgc tgggcgtgag ggaccaaggc 60 
tgctgaccag ggacttctga cctgctggcc 120 
ctgccttggg gtgacaatct cagctccagg 180 
agcatgttac aggatcctga cagtgatcaa 240 
cgcaaacccc gtatccccat ggagaccttc 300 
ctactgagcc tggcgagtat catcattgtg 360 
tactacttcc tctgcgggca gcctctccac 420 
gagctggact gtcccttggg ggaggacgag 480 
cctgcagtgg cagtccgcct ctccaaggac 54 0 
acagggaact ggttctctgc ctgtttcgac 600 
tgtaggcaga tgggctacag cagcaaaccc 660 
caggatctgg atgttgttga aatcacagaa 720 
agtgggccct gtctctcagg ctccctggtc 780 
Ctgaagaccc cccgtgtggt gggtggggag 840 
gtcagcatcc agtacgacaa acagcacgtc 900 
gtcctcacgg gcagcccact gcttcaggaa 960 
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acataccgat gtgttcaact ggaaggtgcg ggcaggctca gacaaactgg gcagcttccc 1020 
atccctggct gtggccaaga tcatcatcat tgaattcaac cccatgtacc ccaaagacaa 1030 
tgacatcgcc ctcatgaagc tgcagttccc actcactttc tcaggcacag tcaggcccat 1140 
cngtctgccc ttcnttgatg aggagctcac tccagccacc ccactctgca tcattggatg 1200 
gcgctttacg aagcagaatg gagggaagat gtctgacata ccgctgcacg cgtcagrcca 1260 
ggtcattgac agcacacggr gcaatgcaga cgatgcgtac cagggggaag tcaccgagaa 1320 
gatgatgtgt gcacgcatcc cgcaaggggg tgtggacacc tgccagggtg acagtggugg 1380 
gcccctgatg taccaatctg accagtggca tgtggtgggc atcgttagct ggggctatgc 1440 
ctgcgggggc ccgagcaccc caggagtata caccaaggtc tcagcctatc tcaactggat 1500 
ctacaatgtc tggaaggctg agctgtaatg ctgctgcccc tttgcagtgc tgggagccgc 1560 
ttccttcctg ccctgcccac ctggggatcc cccaaagtca gacacagagc aagagtcccc 1620 
ttgggtacac ccctctgccc acagcctcag catttcttgg agcagcaaag ggcctcaatt 1680 
cctataagag accctcgcag cccagaggcg cccagaggaa gtcagcagcc ctagctcggc 1740 
cacacttggt gctcccagca tcccagggag agacacagcc cactgaacaa ggtctcaggg 1800 
gtattgctaa gccaagaagg aactttccca cactactgaa tggaagcagg ctgtcttgta 1860 
aaagcccaga tcactgtggg ctggagagga gaaggaaagg gtctgcgcca gccctgtccg 1920 
tcttcaccca tccccaagcc tactagagca agaaaccagt tgtaatataa aatgcactgc 1980 
cctactgttg gtatgactac cgttacctac tgttgcattg ttattacagc tatggccact 2040 
attattaaag agctgtgtaa catctctggc 2070 

<210> 3 

<211> 1709 

<212> DNA 

<213> Homo sapiens 

<400> 3 

agcagactca caccagaact acattccctg gccccctgcc tgtgtgcntc tggccaggcc 60 
ttggttggca agtctgaccc gagaaaagga tctgcagaaa atcagactat gggatcactt 120 
tgtttgtgca ttgggaatga cattctttcc caccccagga aaacctttgg gactttcaga 180 
gacattgtgg ctagccaacc acatggtcag cctcaaagtt gagaggctca gtaaccctcc 24 0 
tatccctaga gaattccaaa gtgtggatgt aatttaacta gaaagccatt ggtgactatc 300 
tgtgatcctc tggaagtatg ctatgttgtg tatatcttgc atccaaagcc agagggaacc 360 
acaatgacta gtaaaacggt ggtctcaatg cccacttagc ctctgcctct gaatttgacc 420 
atagtggcgt tcagctgata gagcgggaag aagaaatatg cattttttat gaaaaaataa 480 
atatccaaga gaagatgaaa ctaaatggag aaattgaaat acatctactg gaagaaaaga 540 
tccaattcct gaaaatgaag attgctgaga agcaaagaca aatttgtgtg acccagaaat 600 
tactgocagc caagaggtcc ctggatgccg acctagctgt gctccaaatt cagttttcac 660 
agtgtacaga cagaattaaa gacctggaga aacagttcgt aaagcctgat ggtgagaata 720 
gagctcgctt ccttccaggg aaagatctga ccgaaaaaga aatgatccaa aaattagaca 780 
agctggaact acaactggcc aagaaggagg agaagctgct ggagaaggat ttcatctatg 840 
agcaggtctc caggctcaca gacaggctct gcagcaaaac tcagggctgc aagcaggaca 900 
cactgctctt agccaagaag atgaatggct atcaaagaag gatcaaaaat gcaactgaga 960 
aaatgatggc tcttgttgct: gagctgtcca tgaaacaagc cctaaccatt gaactccaaa 1020 
aggaagtcag ggagaaagaa gacttcatct tcacttgcaa ttccaggata gaaaaaggtc 1080 
tgccactcaa taaggaaatt gagaaagaat ggttgaaagt ccttcgagat gaagaaatgc 1140 
acgccttggc catcgctgaa aagtctcagg agttcttgga agcagataat cgccagctgc 1200 
ccaatggtgt ttacacaact gcagagcagc gtccgaatgc ctacatccca gaagcagatg 1260 
ccactcttcc tttgccaaaa ccttatggtg ctttggctcc ttttaaaccc agtgaacctg 1320 
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cagccaatat gaggcacata aggaaacctg ttataaagcc agttgaaatc tgaatatgtg 1380 
aacaaatcca ggcctctcaa ggaaaacact tcaaccaggc ttccttctac ccacaggtga 14 40 
aaaatgtgag cataacacct ctaatattat tgataagtaa ggtaaccaca attagtcagc 1500 
aacagagtac aacagggttt ctatttaccc accaactact atacctttca tgacgttgaa 1560 
tgggacatac aactgtccta catttatgtc aaagtatata tttgaatcgc rtatatcrtc 1620 
tttttcactc tttatattga gtacattcca gaaacttgta gtaggcaagg rgctataaaa 1680 
atgcactaaa aataaatctg ttcrcaatg 1709 



<21Q> 4 

<211> 257 

<212> DNA 

<213> Homo sapiens 



<400> 4 

ttaatgggta agrtatttttt atatgcttta 
aagttgaata gtattattca ctggtgctcc 
atatcitcta tatttaatat gaaagtcttg 
tgcaaataat gagcaatgta gcaattttaa 
gtggagacca ccatttg 



gctatagcta aagaaaactg atacttaaca 60 
taaaatattg tttttcagtg taaaatatgc 120 
aaatgtatca gacagaaggg gatttcagtt 180 
cacatttcat aaatatatat tttgtcattg 240 

257 



<210> 5 

<211> 359 

<212> DNA 

<213> Homo sapiens 



<400> 5 

gcctgagagc acttagcgtt catgagtgtc 
ggactccttg cttatggatc aggtcaggga 
ccatcgttat cagtgtcccc tggagggaca 
tcagtctcta ctaatttctt. ccccacctgg 
acgctcatct acagcacaag cactcgctct 
atccttggga acaaagctgc cctcaccatt 

<210> 6 

<211> 1372 

<212> DNA 

<213> Homo sapiens 



cccaccatgg cctggatgat gcttctcctc 60 

gtggattctc agactgtggt gacccaagag 120 

gtcacactca cttgtggctt ggcctctgac 130 

taccagcaga ccccaggcca ggctccacgc 240 

tctggggtcc ctgatcgttt ctctggctcc 300 

acgggggccc aggcagatga tgaatctga 359 



<220> 

<221> unsure 
<222> (6) 

<220> 

<221> unsure 
<222> (9) 

<400> 6 

ccttanagnc ttggttgcca aacagaatgc ccatatccgt cttacttgtg aggaagcttg 60 
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ccttcggcgc cctctgctgg ccctcctgaa gctaacaggg gcgagtgctc ggtggtttac 120 
aaattgcctc catgcagact atgaaactgt tcagcctgct atagctagat ctctggcacz 180 
ggcccaggag gtcttgcaga tttgcagatc aaggagaacc caggagtttc aaagaagcgg 240 
ctagtaaagg tctctgagat ccttgcacta gctacatcct cagggtagca cgaagarggc 300 
ttccagaagc atgcggctgc tcctattgct gagetgcctg gccaaaacag gagtccrggg 360 
tcatatcatc atgacsccca gctgtgctcc tcggatggtt ttaccacaag tccaattgct 420 
atggttactt caggaagctg aggaactggt ctgatgccga gctcgagtgt cagtctracg 48 0 
gaaacggagc ccacctggca tctatcctga gtttaaagga agccagcacc atagcagact 54 0 
acataagtgg ctatcagaga agccagccga tatggattgg cctgcacgac ccacagaaga 600 
ggcagcagtg gcagtggatt gatggggcca tgtatctcta cagaicctcg tctggcaagt 660 
ccatgggtgg gaacaagcac tgtgctgega tgagctccaa taacaacttt ttaacttgga 720 
gcagcaacga atgcaacaag cgccaacact tcctctgcaa gtaccgacca tagagcaaga 760 
atcaagattc tcctaactcc tgcacagccc cgtcctcttc ctttctgcta gcctggctaa 640 
atctgctcat tatttcagag gggaaaccta gcaaactaag agtgataagg gccctactac 900 
actggctttt ttaggcttag agacagaaac trtagcattg gcccagtagt ggcttctagc 960 
tctaaatgtt tgccccgcca tccctttcca cagtatcctt cttccctcct cccctgtctc 1020 
tggctgtctc gaccagtcta gaagagtgca tctccagcct atgaaacacc tgggtctttg 1080 
gccataagaa gtaaagattt gaagacagaa ggaagaaact caggagtaag cttctagccc 1140 
ccttcagctt ctacaccctt ctigccctctc tccattgcct gcaccccacc ccagccactc 1200 
aactcctgct tgtttttcct ttggccatgg gaaggtttac cagtagaatc cttgctaggt 1260 
tgatgtgggc catacattcc tttaataaac cattgtgtac ataagaggtt gcrgtgttcc 1320 
agttcagtaa atggtgaatg tggaaaagtg aaataagacc aagaaataca aa 1372 

<210> 7 

<211> 291 

<212> DNA 

<213> Homo sapiens 
<220> 

<221> unsure 

<222> (277) 

<400> 7 

agaatggtag tagtaagaag aagaaaaata gaggatctga atgtattttg aaggtagagt 60 

ccactggact tagagatgga ttgaatgtgg aagattaagg aaagggagaa atgaaagata 120 

gtcttaggtt tcatcttcag atgactgggt gaacagcagt gttctttgct aagatgggga 180 

agactaggga aaagagccag ttctgtattg agcatattat atttaagaca atcccatctg 240 

ggtccaaaga caatgttgat tttttttctt agatacntgc cctttagacc t 291 

<210> 8 

<211> 1275 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (410) 
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<220> 

<221> unsure 
<222> (728) . - (756) 



<220> 

<221> unsure 
<222> (957) 

<4 00> S 

attctagaac atatgtataa gctaaaaaca 
ctatcagcta taaaaaaaat caactgccag 
tatagaaccg t-ttgtgtag cattggaata 
cttaattatc agcttgaagg tatttttgta 
atgatgggat ttggggccag tagtgaaagt 
tgctatacac ggttatttta ttatgagatt 
tgtttcagtc tctctgtcac catatgtaag 
acaaaactaa aattgttaat tacaagaaaa 
atacatatgg ttgtcacaat acgtatatar 
ggtgtataaa tttttctata cccaattaga 
rgctaattcc tcttctatgr tctatagtga 
gaggacagag gagtctggtc taggatgggg 
aaggatgnnn nnnnnnnnnn nnnnnnnnnn 
ggccatttga acagtctaca agt.ttaacgt 
gcaatacatg tttcttcaaa agggtaaaca 
catttgacat caggggtgtt ataagtactg 
tta tttttga gacasatttt tcttcaccat 
aaaaattgag agatggcaat gcttatctca 
tgcaactggt aaataaaaga caaatgctcc 
acctttgagt taaaacctag tctaaatagt 
ttgggaagga tcttggtttt gtgatctatt. 
tttta tagat aagtg 



gtattttact cagatcagte cttstcgtgt 60 
ccaagaactt taaaacttta agctgtgtat 120 
tcgtccattt tgtaagtcat tgtgaargtt 180 
ttaaaagttg acattgaaga acctaagtgg 240 
atgtttcctc taaaatattt ccctaaacag 300 
tgtatatgtt ctgtgtttct cCgtgaacaa 360 
gggaagtcca caaataragn actacattgc 420 
tataggtgct taccttttga aggtttatta 460 
gataaatggt gtacatatac agargtttat 54 0 
attatcttcc tgat tcttta ttcaataaca 600 
cagaatgcta acttttctta taccctggca 660 
aactgaattt ttgaacgaaa aggaaagaga 720 
nnnnnntaat gtttcttagt cattttgatt 7B0 
tatttccagt gaagtaggat ggctgacct3 840 
tgctttagtg acctaaagct aaattttgta 900 
cacttaatac aaagctattt ctcaafcngtg 960 
taacttcttg ttggtagctt ttt.gttttgt 1020 
accagattat ccatctgcag aattaaggta 1080 
agtttgtctt tctcaacctt tgagttctta 1140 
gggaatgtct tggtttacac taaggttttc 1200 
tgtgaattaa ggagtagatg ttaaccatta 1260 

1275 



<210> 9 

<211> 2479 

<212> DNA 

<213> Homo sapiens 



<400> 9 

gtcatattga acattccaga tacctatcat 
ctttgaactc agggtcacca ccagctattg 
cggaaaaccc ctatcccgca cagcccactg 
ctcagtacta cccgtccccc gtgccccagt 
accccgtcgt ctgcacgcag cccaaatccc 
agaaagcact gtgcatcacc ttgaccctgg 
ctggcctact ctggaagttc atgggcagca 
cctcaggtac ctgcatcaac ccctctaact 
gggaggacga gaatcggtgt gttcgcctct 
catctcagag gaagtcctgg caccctgtgt 



tactcgatgc tgttgataac agcaagatgg 60 
gaccttacta tgaaaaccat ggataccaac 120 
tggtccccac tgtctacgag gtgcatccgg 180 
acgccccgag ggtcctgacg caggcttcca 240 
catccgggac agtgtgcacc tcaaagacta 300 
ggaccttcct cgtgggagct gcgctggccg 360 
agtgctccaa ctctgggata gagtgcgact 420 
ggtgtgatgg cgtgtcacac tgccccggcg 480 
acggaccaaa cttcatcctt cagatgtact 540 
gccaagacga ctggaacgag aactacgggc 600 
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gggcggcctg cagggacatg ggctataaga 
atgacagccg atccaccagc tttatgaaac 
ataaaaaact gtaccacagc gatgccngtt 
ragcctgcgg ggtcaacttg aactcaagcc 
cgctcccgcg ggcctggccc tggcaggtca 
gaggctccat catcaccccc gagrggatcg 
ttaacaatcc atgccattgg acggcatttg 
atggagccgg ataccaagta caaaaagtga 
agaacaatga cattgcgctg atgaagctgc 
aaccagtgtg tctccccaac ccaggcatga 
ccgggtgggg ggccaccgag gagaaaggga 
tgcttctcat tgacacacac agafcgcaaca 
cacccatgat ctgtgccggc ttcctgcagg 
gagggcctct ggtcacttcg aacaacaata 
gttctggctg tgccaaagct tacagaccag 
actggattta tcgacaaatg aaggcaaacg 
cgttttacaa gaaaacaatg gggctggttt 
atgattcaga ggtcacttca tttttattaa 
tgccatactg tgcaggctgc agtggctccc 
ccgcaagggg tgatggccgg ctggttgtgg 
gttggaggct gcccccattg agatcttcct 
tgagcatgga gctgtcactt ctcagctgct 
ggaaagggag acagccaggt ggcacctgca 
tccccagcct acttcacaag gggattttgc 
gatggtggcc agaaataaag ggaccagccc 
aaggggaaca gaaacatttt tgttcttatg 
gagggaagca attgaaaagg aacttgccct 
cattgggtgg ggctcctggg agggagactc 
tcctagcacc ctggagagtg aatgcccctt 
atgtcggcct cttcaggcct gatagtcatt 
atgctcagtt taaggtacac tgtttccatg 
ctgagttcaa agccatctt 

<210> 10 

<211> 576 

<212> DNA 

<213> Homo sapiens 

<400> 10 

ttcaaagaca tattagaagt tgggaaaata 
gtgataagta aaatgcacgt ggagacaagt 
cctgtcacct ggggagtgag aggacaggat 
ttatatgtgc tgtaatgttg ctctgaggaa 
catcttatat tccacaaatt aagctgtagt 
cacttcgcaa ctcaggggcg gctgcatttt 
atgcttccaa aggtgccttg gcttct.Ct.tc 
tgatcataat tttagcataa acagagcagt 
caccttcttt ttaaacaaac aaatgcgggt 



ataat tttta ctctagccaa ggaatagtgg 660 
tgaacacaag tgccggcaat gtcgatatct 720 
cttcaaaagc agtggttcct tcacgctgtt 780 
gccagagcag gatcctgggc cgtgagagcg 840 
gcctgcacgt ccagaacgtc cacgtgtgcg S00 
tgacagccgc ccactgcgtg gaaaaacctc 960 
cgcggatttt gagacaatct ttcatgttct 1020 
tttctcatcc aaattatgac cccaagacca 1080 
agaagcctct nactttcaac gacctagtga 1140 
tgctgcagcc agaacagctc tgctggattt 1200 
agacctcaga agtgctgaac gctgccaagg 1260 
gcagatatgt ctatgacaac ctgatcacac 1320 
ggaacgtcga ttcttgccag ggtgacagtg 1380 
tctggtggct gataggggat acaagctggg 14 40 
gagtgtacgg gaatgtgatg gtattcacgg 1500 
gctaatccac atggtcttcg tccttgacgt 1560 
tgcttccccg tgcatgattt actcttagag 1620 
acagtgaact tgtctggctt tggcactctc 1680 
ctgcccagcc tgctctccct aaccccttgt 1740 
gcactggcgg tcaattgtgg aaggaagagg 1800 
gctgagtcct ttccaggggc caattttgga 1860 
ggatgacttg agatga3aaa ggagagacat 1920 
gcggctgccc tctggggcca cttggtagtg 1980 
tgatgggttc ttagagcctt agcagccctg 2040 
ttcatgggtg gtgacgtggt actcacttgt 2100 
gggtgagaat atagacagtg cccttggtgc 2160 
gagcactcct ggtgcaggtc tccacctgca 2220 
agccttcctc ctcatcctcc ctgaccctgc 2280 
ggtccctggc agggcgccaa gtttggcacc 2340 
ggaaattgag gtccatgggg gaaatcaagg 2400 
ttatgtttct acacattgat ggtggtgacc 24 60 

2479 



attcatgtga actagacaag tgtgttaaga 60 
gcatccccag atctcaggga cctccccctg 120 
agtgcatgtt ctttgtctct gaatttttag 180 
gcccctggaa agtctatccc aacatatcca 240 
atgtacccta agacgctgct aattgactgc 300 
agtaatgggt caaatgattc actttttatg 360 
ccaactgaca aatgccaaag ttgagaaaaa 420 
cggcgacacc gattttataa ataaactgag 480 
ttatttctca gatgatgttc atccgtgaat 54 0 
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ggtccaggca aggacctttc accttgacta tatccc 576 

<210> 11 

<211> 390 

<212> DNA 

<213> Homo sapiens 

<400> 11 

caagctctga ggcttctcct ttccatcctg cgtggacagc taagacctca gttttcaata 60 

gcarctagag cagtgggacr cagctggggt gatttcgccc cccatctccg ggggaatgtc 120 

tgaagacaat tttcgttacc tcaatgaggg agtggacgag gatacactgc tactaccaac 180 

tagtggataa aggccaggga tgctgctcaa cctcctacca tgtacaggga cgtctcccca 240 

ttacaactac ccaatccgaa gngccaactg tgtcaggact aagaaaccct ggttttgagt 300 

acaaaagggc ctgcaaagag gggagccaac aaatctgtct gcttcctcac attagtcatt 360 

ggcaaataag cattctgtct ctttggctgc tgcctcagca cagagagcca gaactctatc 420 

gggcaccagg ataacatctc rcagtgaaca gagttgacaa ggcctatggg aaatgcctga 480 

tgggattatc ttcagcttgt tgagcttcta agttt ctttc ccttcattct accctgcaag 540 

ccaagttctg taagagaaat gcctgagttc tagctcaggt tttcttactc tgaatttaga 600 

tctccagacc cctectggcc acaattcaaa txaaggcaac aaacatatac cttccatgaa 660 

gcacacacag acttttgaaa gcaaggacaa tgactgcttg aattgaggcc ttgaggaatg 720 

aagctttgaa ggaaaagaat actttgtttc cagccccctt cccacactct tcatgtgtta 780 

accactgcct tcctggacct tggagccacg gtgactgtat tacatgttgt tatagaaaac 840 

tgattttaga gttctgatcg ttcaagagaa tgattaaata tacatttcct 890 

<210> 12 

<211> 406 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (30) 

<220> 

<221> unsure 
<222> (248) 

<220> 

<221> unsure 
<222> (383) 

<400> 12 

gtgaatgtgg actataatgc cagctcagan accttgcggt gtgaggctcc ccgatggrtc 60 
ccccagccca cagtggtctg ggcatcccaa gttgaccagg gagccaactt ctcggaagtc 120 
tccaatacca gctttgagct gaactctgag aatgtgacca tgaaggttgt gtctgtgctc 180 
tacaatgtta cgatcaacaa cacatactcc tgtatgattg aaaatgacat tgccaaagca 240 
acaggggnta tcaaagtgac agaatcggag atcaaaaggc ggagtcacct acagctgcta 300 
aactcaaagg cttctctgtg tgtctcttct ttctttgcca tcagctgggc acttctgcct 360 
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ctcagccctt acctgatgct aanataatct gccntcgcca caaaaa 406 

<23C> 13 
<231> 462 
<212> DMA 

<213> Kcmo sapiens 
<400> 13 

ggaaggcagc ggcagctcca ctcagccagt. acccagatac gctgcgaacc ttccccagcc 6G 
atggcttccc tggggcagat cctcttctgg agcataatta gcatcatcat tattctggct 120 
ggagcaattg cactcatcat tggctttggt atttcaggga gacactccat cacagtcact 180 
actctcgcci cagctgggaa cattggggag gatggaatcc tgagctgcac ttttgaacct. 240 
gacatcaaac tttctgatat cgtgatacaa tggctgaacg aaggtgtttt aggcttggtc 300 
catgagtcca aagaaggcaa agatgagctg ncggagcagg atgaaatgtt cagaggccgg 360 
acagcagtgt ttcctgatca agtgatactt ggcaatgcct ctttgcggct gaaaaacgtg 420 
caactcacag atgctggcac ctacaaatgt tatarcatca ct 4 52 

<210> 14 
<211> 272 
<212> DNA 

<213> Homo sapiens 
<4 00> 14 

gcagcttgct cagcggacaa ggatgctggg cgtgagggac caaggcctgc cctgcactcg 60 
ggcctcctcc agccagtgct gaccagggac ttctgacctg ctggccagcc aggacctgtg 120 
tgggcaggcc ctcctgctgc cttggggtga caatctcagc tccaggctac agggagaccg 180 
ggaggatcac agagccagca tggatcctga cagtgatcaa cctctgaaca gcctcgtcaa 24 0 
ggtgattctg gataaatact acttcctctg eg 272 

<210> 15 

<211> 492 

<212> PRT 

<213> Homo sapiens 

<400> 15 

Met Ala Leu Asn Ser Gly Ser Pro Pro Ala lie Gly Pro Tyr Tyr Glu 
15 10 15 

Asn His Gly Tyr Gin Pro Glu Asn Pro Tyr Pro Ala Gin Pro Thr Val 
20 25 30 

Val Pro Thr Val Tyr Glu Val His Pro Ala Gin Tyr Tyr Pro Ser Pro 
35 .40 45 

Val Pro Gin Tyr Ala Pro Arg Val Leu Thr Gin Ala Ser Asn Pro Val 
50 55 60 

Val Cys Thr Gin Pro Lys Ser Pro Ser Gly Thr Val Cys Thr Ser Lys 
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65 70 75 80 

Thr Lys Lys Ala Leu Cys lie Thr Leu Thr Leu Gly Thr Phe Leu Val 
3 5 90 95 

Gly Ala Ala Leu Ala Ala Gly Leu Leu Trp Lys Phe Met Gly Ser Lys 
10C 105 110 

Cys Ser Asn Ser Gly lie Glu Cys Asp Ser Ser Gly Thr Cys lie Asn 
115 120 125 

Pro Ser Asn Trp Cys Asp Gly Val Ser His Cys Pro Gly Gly C-lu Asp 
130 135 140 

Glu Asn Arg Cys Val Arg Leu Tyr Gly Pro Asn Phe lie Leu Gin Met 
145 150 155 sSO 

Tyr Ser Ser Gin Arg Lys Ser Trp His Pro Val Cys Gin Asp Asp Trp 
165 1*70 175 

Asn Glu Asn Tyr Gly Arg Ala Ala Cys Arg Asp Met Gly Tyr Lys Asn 
180 1S5 190 

Asn Phe Tyr Ser Ser Gin Gly He Val Asp Asp Ser Gly Ser Thr Ser 
195 200 205 

Phe Met Lys Leu Asn Thr Ser Ala Gly Asn Val Asp He Tyr Lys Lys 
210 215 220 

Leu Tyr His Ser Asp Ala Cys Ser Ser Lys Ala Val Val Ser Leu Arg 
225 230 235 240 

Cys Leu Ala Cys Gly Val Asn Leu Asn Ser Ser Arg Gin Ser Arg He 
245 250 255 

Val Gly Gly Glu Ser Ala Leu Pro Gly Ala Trp Pro Trp Gin Val Ser 
260 265 270 

Leu His Val Gin Asn Val His Val Cys Gly Gly Sex He He Thr Pro 
275 280 285 

Glu Trp He Val Thr Ala- Ala His Cys Val Glu Lys Pro Leu Asn Asn 
290 295 300 

Pro Trp His Trp Thr Ala Phe Ala Gly He Leu Arg Gin Ser Phe Met 
305 310 315 320 

Phe Tyr Gly Ala Gly Tyr Gin Val Gin Lys Val lie Ser His Pro Asn 
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325 330 335 

Tyr Asp Ser Lys Thr Lys Asn A.sn Asp He Ala Leu Met Lys Leu Gin 
340 345 350 

Lys Pro Leu Thr Phe Asn Asp Leu Val Lys Pro Val Cys Leu Pro Asn 
355 360 365 

Pro Gly Met Met Leu Gin Fro Glu Gin Leu Cys Trp He Ser Gly Trp 
310 375 380 

Gly Ala Thr Glu Glu Lys Gly Lys Thr Ser Glu Val Leu Asn Ala Ala 
385 390 395 400 

Lys Val Leu Leu He Glu Thr Gin Arg Cys Asn Ser Arg Tyr Val Tyr 
405 410 415 

Asp Asn Leu He Thr Pro Ala Met He Cys Ala Gly Phe Leu Gin Gly 
420 425 430 

Asn Val Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Thr Ser 
435 440 445 

Asn Asn Asn He Trp Trp Leu He Gly Asp Thr Ser Trp Gly Ser Gly 
450 455 460 

Cys Ala Lys Ala Tyr Arg Pro Gly Val Tyr Gly Asn Val Met Val Phe 
465 470 475 480 

Thr Asp Trp He Tyr Arg Gin Met Lys Ala Asn Gly 
435 490 



[Translation done.] 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original precisely. 

2. **** shows the word which can not be translated. 
3.1n the drawings, any words are not translated. 



EXAMPLE 



[Example] 
Example 1 

diaDexus Cancer for data mining developed by LLC, Santa Clara, and CA Leads Automatic Search Package 
(CLASP) is used and it is Incyte. CSG was identified by analyzing systematically the data of a LIFESEQ database 
more nearly available than Pharmaceuticals, Palo Alto, and CA. 
[0046] 

: to which CLASP carries out the following processes — the organ discovered by altitude based on the ABAN (it 
compared with all other organs) dance level of the response EST in a target organ — analyze the manifestation 
level in the organization library relevant to normal, neoplasm tissue, a disease organization and a neoplasm, or a 
disease about each of the organ specific gene discovered by the thing; altitude which chooses a specific gene. 
The candidate gene which shows Component EST was chiefly chosen from **** frequently in the neoplasm 
library. It becomes possible to identify the organ and cancer unique gene which are discovered by altitude by 
CLASP. Subsequently, the last manual of detail assessment is carried out and CSG selection is completed. 
[0047] 
[A table 1] 

gl:CS Ggfi^J 

SEQ I D NO : LS #n — > ID iSfc^ ID 



1 


16656542 


2 3 4 6 17 


2 


12 8 3 17 1 


3 3 2 4 5 9 


3 


16 4 9 3 7 7 


4 8 115 4 


4 


236044H1 




5 




2 5 5 6 8 7 


6 




2 5 13 13 


7 




1 2 0 2 9 


8 




2 5 18 0 4 



[0048] 

The following examples were carried out using the standard technique which is well known to this contractor and 
serves as a conventional method, when the case where it was explained in detail was removed. The technique of 
the steady molecular biology in the following examples is Sambrook et al. and MOLECULAR CLONING. : A 
LABORATORY MANUAL, 2nd.Ed.; Cold Spring Harbor Laboratory Press, Cold Spring Harbor, and N.Y. (1989) It 
can carry out as given in a standard experiment manual [ like ]. 
[0049] 

Example 2: Comparison quantum of gene expression The real-time quantum PCR using a fluorescence Taqman 
probe is Taq. It is a quantitive detection system using 5'-3' nuclease activity of DNA polymerase. By this 
approach, the internal fluorescence oligonucleotide probe (Taqman) by which the indicator was carried out with 
the reporter coloring matter of 5' and down-stream 3' quenching coloring matter is used. Between PCR, it is 
Taq. A reporter is emitted by 5'-3* nuclease activity of DNA polymerase, and, subsequently it is Model. 7700 
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Sequence Detection The laser detector of System (PE Applied Biosystems, a FOSUTA city, CA, United States) 

can detect the fluorescence. 

[0050] 

The amplified endogenous contrast is used, the amount of the sample RNA added to a reactant is standardized, 
and the effectiveness of reverse transcriptase (RT) is normalized. Either cyclo FIRIN, glyceraldehyde 3- 
phosphate dehydrogenase (GAPDH) or 18S ribosomal RNA (rRNA) is used as this endogenous contrast In order 
to compute the relative amount between [ all / that is examined ] samples, the target RNA level of one sample 
was used as a reference value (calibrator) of a comparison result. The relative amount to the "calibrator" can be 
obtained with a comparison method (User Bulletin #2:ABI PRISM 7700 Sequence Detection System), using a 
standard curve. 
[0051] 

Organization distribution and level of a target gene were evaluated about each example of normal tissue and a 
cancer organization. All RNA was extracted from normal tissue, a cancer organization and cancer, and its equal 
(matched) corresponding adjoining organization. Subsequently, the first cDNA chain was prepared using reverse 
transcriptase, the specific primer and the Taqman probe were used for each target gene, and polymerase chain 
reaction was carried out This result is ABI. PRISM 7700 Sequence It is analyzed using Detector. The following 
absolute numbers are the relative manifestation level of the target gene in a specific organization in comparison 
with a calibrator organization. 
[0052] 

Ovr110; clone ID1 6656542; gene ID 234617 (SEQ ID NO:1, 10, 11 and 12, or 13) measurement The absolute 

number shown in a table 2 is the relative manifestation level of Ovr110 (the fragmentation shown in SEQ ID NO:1 

or SEQ ID NO:10, 12 [ 11 and 12 ], or 13) in 1 2 sorts of different normal tissues. All numeric values are 

compared with the normal stomach (calibrator). These RNA samples are the pools of the commercial item which 

pooled and produced the sample of the specific organization of various individual origins. 

[0053] 

[A table 2] 



urn 


Eft 




0. 00 




8. 8 2 


wm. 


7 . 19 


™ 


0. 3 6 




1 . 19 




2 1.41 




2. 7 9 


/M® 


0. 0 3 


mm 


0. 0 0 


0 0 0 0 0 0 w 


1 . 0 0 


mm 


| 8.7 2 




0. 9 3 



[0054] 

It is shown that the relative manifestation level of a table 2 is detected on the level which can compare Ovr1 10 
in almost all the normal tissues that analyzed. Ovr1 10 of a high level The relative manifestation level of the 
organization which has discovered mRNA is only the pancreas, the endometrium (8.82), the testis (8.72), and the 
kidney (7.19) of 21.41. 
[0055] 

The absolute number of a table 2 analyzes and obtains the pool of the specific organ sample of various individual 
origins. They must have been compared with the absolute number of the table 3 originating in RNA obtained from 
the organization sample of a single individual. 
[0056] 

The absolute number shown in a table 3 is the relative manifestation level of Ovr110 in samples, such as 73 pairs 
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of pairs. Any numeric value is compared with the normal stomach (calibrator). Pairs, such as a pair, are formed of 

mRNA of the cancer sample origin of a specific organization, and mRNA of the normal contiguity sample of the 

same organization originating in the same individual. Furthermore, the cancer sample (ovary and mammary gland 

origin) which are not 15 sorts of pairs etc., and the normal sample (ovary and mammary gland origin) which are 

not 14 sorts of pairs etc. were also examined. 

[0057] 

[A table 3] 

S3 : mews's* MZ&tf&O v r 1 1 0 (Dtetmmis'Vb 





mm 


3S 




IE 7* 


O v r 1 0 3 X 


9m i 


8 6. 2 2 


0.5 3 




Ovr 1 04 0O 


3m 2 


16 8. 3 1 






O v r 1 1 5 7 


3m 3 


5 2 8. 2 2 






O v r 6 3 A 


SP&4 


1.71 






O v r 7 7 30 


0P&5 


4 6 4. 6 5 






O v r 1 0 0 50 


9PJ&6 


18.32 






Ov r 1 0 2 8 


3m 7 


7.7 8 






O v r 1 1 1 8 




0.0 0 






O v r 1 3 0 X 


3ms 


14 9. 0 9 






O v r 6 3 8 A 


9m i o 


3. 1 4 






O v r A 1 B 


t 9m 1 1 


2 1.26 






OvrAlC 


3m 1 2 


! 1.83 






O v r C 3 6 0 


3m i 3 


0.5 2 






O v r 1 8 G A 


3m i 4 






1.07 


Ov r 2 OGA 


3m 1 5 






! 1.88 


O v r 2 5 G A 








2. 5 2 


Ovr 2 0 6 I 


3m i 7 






2. 5 1 


Ov r 32RA 


9m 1 8 






3. 0 1 


O v r 3 5 G A 


9m i 9 






5. 17 


O v r 4 0 G 


9m2 o 






0.4 5 


O v r 5 0GB 


9m 2 1 






2. 6 9 


O v r CO 8 7 


0P&2 2 






0. 4 7 


O v r C 1 7 9 


M2 3 






1.46 


O v r C 0 0 4 


9m 2 4 






4. 9 9- . 


O v r C 0 0 7 


9m 2 s 






13.36 


! Ov r C 1 0 9 


9m 2 6 






6. 6 1 


MamSSl 6 


SJSU 


16. 3 9 


13.74 




M amS 6 2 1 


sua 2 


8 2 6. 7 0 


4.6 0 




! MamS 8 5 4 


SJK3 


3 4. 6 0 


18.30 




MamS 9 X 


¥U&4 


7 2 1. 5 7 


2 7.00 




MamS 0 7 9 




8 0. 7 3 


5.10 




MamS 9 6 7 


?m*6 


6 7 4 6. 9 0 


7 2. 8 0 




MamS 1 2 7 


9Ufc7 


7. 0 0 


2 0.00 




MamBO 1 1 X 


5Uft8 


1 0 4 2, 0 0 


2 9.00 




Mam 1 2 B 


?L^9 


1 3 4 2. 0 0 






Mam8 2 X I 


0 


5 0 7. 0 0 






MamS 12 3 


uni i 


2 4. 8 5 


4.2 4 




MamS 6 9 9 


2 


8 4. 7 4 


5.5 4 




MamS 9 9 7 


5US11 3 


4 8 2. 7 1 


11.84 




Maml 6 2X 


?LS& 1 4 


15.73 


10. 5 9 




MamAO 6 X 


9U&1 5 


14 18. 35 


8. 20 




M a m 6 0 3 X 


?t&a i 6 


2 9 4. 0 0 






M a m 6 9 9 F 


i 7 


5 6 7. 4 0 


8 6. 6 0 




Maml 2 X 


5USU 8 


4 2 5. 0 0 


3 1.00 




M amA 0 4 


?u& i 9 






2. 00 


Mam4 2 DN 


?L8I2 0 


4 6.05 


3 1. 0 2 




U t r 2 3 XU 


1 


6 0 0. 4 9 


2 7. 9 5 




Ut r 8 5 X U 




7 3.52 


18.83 




U t r 1 3 5 XO 




17 8. 0 0 


2 7 4. 0 0 




U t r 1 4 1 XO 




2 8 9. 0 0 


2 6. 0 0 




C VXNKS54 




2.4 7 


0.6 1 





[0058] 

[A table 4] 
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C v xKS 8 3 


Si 8*2 


1.00 


2. 0 0 




C v xNKS 1 8 


&gjl 3 


1.00 


0. 0 0 




CvxNK2 3 


mm 4 


5. 8 4 


i 14.47 




C v x NK 2 4 


mms 


2 0. 3 2 


3 3. 13 




End68X 




16 7. 73 


5 4 4. 9 6 




E n d 8 9 6 3 




3 4 0. 1 4 


2 0.89 




E n d 8 X A 


^gf*lBI3 


1.68 


2 2 4. 4 1 




E n d 6 5 R A 




3 0 3. 0 0 


5.0 0 




End 8 9 1 1 




1 0 3 8. 0 0 


7 4. 0 0 




End 3 A X 




6. 5 9 


1.69 




E n d 4 XA 




0.4 3 


15.45 




End 5 X A 


rem* 8 


17.81 


3 8 8. 0 2 




Endl0479 




12 5 1. 6 0 


3 1.10 




E n d 1 2 XA 




3 12. 80 


3 3. 8 0 




K i d 1 0 7 X D 


man 


2. 6 8 


2 9.65 




K i d 1 0 9XD 


WSI2 


8 1.01 


2 2 8. 3 3 




KidlOXD 


W«3 


0.0 0 


15.30 




K i d 6XD 


»»4 


18. 3 2 


9. 0 6 




KIdllXD 


was 


1.38 


2 0. 75 




K i d 5XD 


»5*6 


3 0. 2 7 


0. 19 




L i v I 5 X A 


ifrfitl 


0. 0 0 


0.4 5 




L i v 4 2 X 


fffK2 


0.8 1 


0.40 




L I v 9 4 XA 


ffr6*3 


12.00 


2. 16 




L n g L C 7 1 


§$1 


S. 4 5 


3. 3 1 




L n g AC 3 9 


02 


1.11 


0.0 0 




L n g BR 9 4 


03 


4. 5 0 


0.0 0 




LngSQ4 5 


04 


15.03 


0. 7 6 




L n g C 2 0 X 


0 5 


0.0 0 


1.65 




L n gSQ5 6 


06 


9 1.77 


8.0 3 




C I n AS 8 9 


J$Jftl 


0. 7 9 


7.6 5 




C I nC 9 XR 




0.0 3 


0.0 0 




CURC67 


*_J&3 


0. 0 0 


0. 0 0 




C I n S G 3 6 


mm 4 


0. 8 1 


0.3 5 




C I n T X 8 9 




0. 0 0 


0.0 0 




C I n SG 4 5 




0. 0 0 


0.0 6 




ClnTXOl 


*S»7 


0. 0 0 


0.0 0 




Pan? 7X 


J£B*1 


0. 8 9 


2. 6 2 




P a n 7 1 XL 




3.9 9 


0 . 12 




. P a n 8 2 XP 


J&B13 


5 9*. 9 2 


2 8. 4 4 




P a n 9 2 X 


B?K4 


17.21 


0.0 0 




S t o AC 9 3 


W 1 


7. 5 4 


6. 4 3 




S t o AC 9 9 


W2 


19. 4 9 


3. 1 9 




S t o AC 4 4 


W3 


3. 6 2 


0. 3 7 




Sm 12 1 XA 


/MB1 


0. 0 0 


0.0 0 




S m I H 8 9 


>hfi§2 


0.0 0 


0.0 0 




B I d 3 2 XK 


mi 


0.0 0 


0. 2 1 




B 1 d 4 6XK 


Soffit 2 


0. 3 6 


0.3 2 




BldTRl? 


B&&3 


0.2 8 


0.0 0 




Ts t 3 9 X 


SMI 


11.24 


2.2 4 




P r o 8 4XB 


ff!&J» l 


2.6 0 


2 4. 3 0 




P r o 9 0 XB 




1.40 


2.0 0 





0. 0 0=fttt 



[0059] 

A table 2 and a table 3 are doubled with 16 sorts of different tissue forms, and express the sample of a total of 
187 pieces. By analysis of samples, such as a pair, the manifestation of higher level was accepted in a mammary 
gland, a uterus, an endometrium, and the ovary, and the high tissue specificity to the organization of a 
gynecology system was shown. Only the number sample (Kid109 XD, LngSQ56, and Pan82 XP) showed Ovr110 
of high manifestation level with all samples other than the analyzed above. 
[0060] 

Furthermore, the manifestation level of mRNA was compared in the normal adjoining organization of the cancer 
sample of the same individual origin, and an affiliated gene. The singularity about the phase of cancer is shown 
by this comparison (for example, as compared with a normal adjoining organization, mRNA of higher level is 
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discovered with the cancer sample). It is shown that Ovr110 is carrying out the superfluous manifestation of the 
table 3 as compared with each normal adjoining organization by 15 of 16 mammary gland cancer organizations 
(the mammary gland samples MamS516, MamS621, and MamS854 r Mam59X, MamS079 and MamS967, 
MamB011X, MamS123, MamS699 and MamS997, Mam162X, MamA06X, Mam699F, Mam12X, and Mam42DN). 
There was a superfluous manifestation in a cancer organization with 94% of samples, such as a pair of the 
examined mammary gland. 
[0061] 

By the uterus, Ovr110 is carrying out the superfluous manifestation of the four pairs etc. by three in a sample 
(uterus sample Utr23XU, Utr85XU, and Utr141XO). There was a superfluous manifestation in a cancer 
organization with 75% of samples, such as a pair of the analyzed uterus. 
[0062] 

By the endometrium, Ovr1 10 is carrying out the superfluous manifestation of the ten pairs etc. by six in a 
sample (endometrium samples End8963 and End65 RA, End8911, End3 AX, End10479, and End12 XA). There was 
a superfluous manifestation in a cancer organization with 60% of samples, such as a pair of the analyzed uterus. 
[0063] 

In the ovary, Ovr110 shows a superfluous manifestation by one in samples, such as one pair. About the ovary 
sample which is not a pair etc., the manifestation value of Ovr110 higher than the median (2.52) of ovary 
samples, such as a non-pair with eight normal cancer samples, is shown among 12 pieces. There was a 
superfluous manifestation in a cancer organization with 67% of the ovary sample which is not a pair etc. 
[0064] 

As mentioned above, it is shown in the tissue specificity level in most of samples, such as an examined pair, and 
a list that the superfluous manifestation of mRNA becomes a diagnostic marker for Ovr110 (for SEQ ID NO:1, 10, 
11 and 12, or 13 to be included) to detect the cancer of the cancer of a gynecology system especially a 
mammary gland or an udder, a uterus, the ovary, and an endometrium. 
[0065] 

Ovr114; clone ID1 649377; gene ID 481154 (SEQ ID NO:3) measurement The figure shown in a table 4 is the 

relative manifestation level in comparison with the pancreas (calibrator) of Ovr114 in 12 sorts of normal tissues. 

These RNA samples were obtained from the commercial item, and pooled and produced the sample of the 

specific organization of various individual origins. 

[0066] 

[A table 5] 



mm 




mm 


2. 3 




7. 6 1 




0. 5 




0. 6 


mm 


5. 2 


mm 


1 . 0 




2. 1 




1 . 3 




2. 4 




1. 5 


ism 


15.8 




8. 8 



[0067] 

The relative manifestation level of a table 4 shows that the mRNA manifestation of Ovr114 is detected in all the 
pools of the normal tissue which analyzed. 

The organization which shows in a table 4 is the sample pooled from various individuals. The organization which 
shows in a table 5 got from the each object, and was not pooled. Therefore, the numeric value about the 
manifestation level of mRNA shown in a table 4 must have been compared a numeric value and directly it is 
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shown in a table 5. 
[0068] 

The figure shown in a table 5 is the relative manifestation level of Ovr114 in comparison with the pancreas 
(calibrator) in organization samples, such as a sample, 27 non-pairs, etc., such as 46 pairs of pairs. The cancer 
sample and the normal adjoining organization sample of the same organization of the specific organization 
originating in the same individual are contained in pairs, such as each set. The sample of the different normal 
individual origin was analyzed from the cancer (for example, ovary) which cannot obtain a normal contiguity 
sample from the same individual. 
[0069] 
[A table 6] 
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[0070] 

[A table 7] 
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[0071] 

A table 4 and a table 5 are doubled with 17 sorts of human tissue molds, and express the sample of a total of 
129 pieces. It is only the sample of an ovarian cancer that the oncogenesis of a high level is seen in 117 samples 
showing 16 sorts of different organizations of a table 5. The median of a manifestation of 0vr1 14 is 14.03 (range: 
0.5-106.08) in an ovarian cancer, and is 4.34 (range: 0-22.09) in the normal ovary. ** [ a paraphrase / increase / 
as compared with it of a normal ovary sample / the median of the manifestation level of Ovr114 in a cancer 
sample / 3.5 times ] The manifestation which five (42%) of 12 ovarian cancers increased as compared with the 
normal ovary was shown (95% of singularity). The median of the manifestation of Ovr1 14 in the cancer of other 
gynecology systems is 4.99, and showed the manifestation level which two of 15 samples may compare with it of 
an ovarian cancer. The median of the manifestation level of Ovr114 in the remaining cancer samples is 1.24, and 
is less than [ of the numeric value shown with an ovarian cancer sample ] 1/11. There is no individual which 
showed the manifestation level which is equal to an ovarian cancer sample (except for liver 2;LivVNM 
00175/175). 
[0072] 

It is shown that that the manifestation is increasing 3.5 times with 42% of each ovarian cancer sample and that 
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there is no manifestation which can be compared from the cancer of other non-woman systems become the 
diagnostic marker with which Ovr1 14 detects an ovarian cancer cell. It is thought that Ovr1 14 marker is useful 
also to detection of other woman cancers, and is acquired to it 
[0073] 

Ovr115; clone ID1283171; gene ID 332459 (SEQ ID NO:2 or 14) measurement The figure shown in a table 6 is the 

relative manifestation level of Ovr115 in comparison with each calibrator. A figure is the relative manifestation 

level in 12 sorts of normal tissues in comparison with a testis (calibrator). These RNA samples were obtained 

from the commercial item, and pooled and produced the sample of the specific organization of various individual 

origins. 

[0074] 

[A table 8] 

^6 : ^-;PUfcif>y;Hc4>tt-£»Ov r 1 1 5 ©tBttSSSEU^ 
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1 . 0 0 
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[0075] 

The relative manifestation level of a table 6 shows that the mRNA manifestation of Ovr115 is detected in 12 
sorts of all normal tissues that analyzed. 

The organization which shows in a table 6 is the sample pooled from various individuals. The organization which 
shows in a table 7 got from the each object, and was not pooled. Therefore, the numeric value about the 
manifestation level of mRNA shown in a table 6 must have been compared a numeric value and directly it is 
shown in a table 7. 
[0076] 

The figure shown in a table 7 is the relative manifestation level of Ovr115 in comparison with a testis (calibrator) 

in organization samples, such as a sample, 27 non-pairs, etc., such as 46 pairs of pairs. The cancer sample and 

the normal adjoining organization sample of the same organization of the specific organization originating in the 

same individual are contained in pairs, such as each set. The sample of the different normal individual origin was 

analyzed from the cancer (for example, ovary) which cannot obtain a normal contiguity sample from the same 

individual. 

[0077] 

[A table 9] 
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[0078] 

[A table 10] 
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[0079] 

A table 6 and a table 7 are doubled with 17 sorts of human tissue molds, and express the sample of a total of 
129 pieces. The comparison of the level of the mRNA manifestation in the ovarian cancer sample of the same 
individual origin and a normal adjoining organization, or the normal adjoining organization of other individual 
origins is shown in a table 7. 0vr115 was discovered on higher level nine (75%) of 12 cancer organizations as 
compared with the record level shown in a total of 21 normal or a normal contiguity ovary sample. The 
manifestation of 0vr115 was going up by all (100%) four of four ovarian cysts which have malignancy in a 
boundary region. The median of a manifestation [ in / to the median of the manifestation in the normal ovary 
being 0 / an ovarian cancer (malignancy also contains the thing on a boundary) ] was 212.30. As compared with 
the normal adjoining organization sample of these selves, also according to lung cancer, the manifestation level 
of 0vr115 rose by three pieces (75%) according to three pieces (100%) and a uterine cancer, and was rising by 
endometrial cancer two [ of three pieces ] (50%) of the four pieces of the four pieces. 
[0080] 
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It is shown that that the manifestation level of Ovr115 is relatively high in the sample of the cancer as which an 
ovarian cancer and others were chosen becomes the diagnostic marker with which Ovr115 detects an ovarian 
cancer, lung cancer, a uterine cancer, and endometrial cancer. 
[0081] 

;g2597613-gi|2507612|gb|U75329.l|HSU75329 which the homolog of Ovr115 is also identified by the well-known 
database mRNA of a Homo sapiens serine protease, perfect CDS. This homolog is SEQ with this description. ID 
It is shown as NO:9. SEQ ID It is thought that NO:9 or the protein (SEQ ID NO:15) by which a code is carried out 
by that cause is also useful as a diagnostic marker for detecting an ovarian cancer, lung cancer, a uterine 
cancer, and endometrial cancer in a Homo sapiens patient and it obtains. 
[Layout Table] 

SEQUENCE LISTING 

<110> Salceca, Susana 
Sun, Yongraing 
Recipon, Herve 
cafferkey, Robert 
DIADEXUS LLC 

<120> A NOVEL METHOD OF DIAGNOSING, MONITORING, STAGING, 
IMAGING AND TREATING VARIOUS CANCERS 

<130> DEX-0043 

<140> 
<141> 

<150> 60/098,880 
<151> 1998-09-02 

<160> 15 

<170> Patentln Ver. 2.0 

<210> 1 

<211> 2587 

<212> DNA 

<213> Homo sapiens 

<400> 1 

ggaaggcagc gggcagctcc actcagccag tacccagata cgctgggaac cttccccagc 60 
catggcttcc ctggggcaga tcctcttctg gagcataatt agcatcatca ttattctggc 120 
tggagcaatt gcactcatca ttggctttgg tatttcaggg agacactcca tcacagtcac 180 
tactgtcgcc tcagctggga acattgggga ggatggaatc ctgagctgca cttttgaacc 24 0 
tgacatcaaa ctttctgata tcgtgataca atggctgaag gaaggtgttt taggcttggt 300 
ccatgagttc aaagaaggca aagatgagct gtcggagcag gatgaaatgt tcagaggccg 360 
gacagcagtg tttgctgatc aagtgatagt tggcaatgcc tctttgcggc tgaaaaacgt 420 
gcaactcaca gatgctggca cctacaaatg ttatatcatc acttctaaag gcaaggggaa 480 
tgctaacctt gagtataaaa ctggagcctt cagcatgccg gaagtgaatg tggactataa 540 
tgccagctca gagaccttgc ggtgtgaggc tccccgatgg ttcccccagc ccacagtggt 600 
ctgggcatcc caagttgacc agggagccaa cttctcggaa gtctccaata ccagctttga 660 
gctgaactct gagaatgtga ccatgaaggt tgtgtctgtg ctctacaatg ttacgatcaa "720 
caacacatac tcctgtatga ttgaaaatga cattgccaaa gcaacagggg atatcaaagt 780 
gacagaatcg gagatcaaaa ggcggagtca cctacagctg ctaaactcaa aggcttctct 840 
gtgtgtctct tctttctttg ccatcagctg ggcacttctg cctctcagcc cttacctgat 900 
gctaaaataa tgtgccttgg ccacaaaaaa gcatgcaaag tcattgttac aacagggatc 960 
tacagaacta tttcaccacc agatatgacc tagttttata tttctgggag gaaatgaatt 1020 
catatctaga agtctggagt gagcaaacaa gagcaagaaa caaaaagaag ccaaaagcag 1080 
aaggctccaa tatgaacaag ataaatctat cttcaaagac atattagaag ttgggaaaat 1140 
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aattcatgtg aactacacaa gtgtgxtaag 
tgcatcccca gatctcaggg acctccccct . 
tagtgcatgt tctttgtctc tgaattttta 
agcccctgga aagtctatcc caacatatcc 
tatgtaccct aagacgctgc taattgacrg 
cagi;aa£ggg tcaaatgatt cactrtttat 
cccaactgac aaatgccaaa gttgagaaaa 
tcggcgacac cgattttata aataaactga 
tttatttctc agatgatgtt catccgtgaa 
atatggcatt atctcatcac aagcrctgag 
aagacctcag ttttcaatag catctagagc 
ccatctccgg gggaatatct gaagacaatt 
atacagtgct actaccaact agtggataaa 
gtacaggacg tctccccatt acaactaccc 
gaaaccctgg rtttgagtag aaaagggcct 
ttctcacatt agtcattggc aaataagcat 
agagccagaa ctctatcggg caccaggata 
ctatgggaaa tgcctgatgg gattat cttc 
tcattctacc ctgcaagcca agttctgtaa 
cttactctca atttagatct ccagaccctt 
catatacctt ccatgaagca cacacagact 
tgaggccttg aggaatgaag ctttgaagga 
acactcttca tgtgttaacc actgccttcc 
atgttgfctat agaaaactga ttttagagtt 
atttcct 



agrgataagt aaaatgcacg tggagacaag 1200 
gcctgtcacc tggggagtga gaggacagga 1260 
gttatatgtg ctgtaatgtt gctctgacga 1320 
acatcttata ttccacaaat taagctgcag 1380 
ccacttccca actcaggggc ggctgcatxt 1440 
gatgcctcca aaggtgcctt ggcttctctt 1500 
atgatcataa ttttagcata aacagagcag 1560 
gcaccttctt tttaaacaaa caaatgcggg 162C 
rggtccaggg aaggaccttt caccttgact 1680 
gcttctcctt tccatcctgc gtggacagct 1740 
agtgggactc agctgcggug atttcgcccc 1800 
ttggttacct caatgaggga gtggaggagg 1860 
ggccagggat gctgctcaac ctcctaccat 1S20 
aatccgaagt gtcaactgtg tcaggactaa 1980 
ggaaagaggg gagccaecaa atctgtctgc 2040 
tctgtctctt tggctgctgc ctcagcacag 2100 
acatctctca gtgaacagag ttgacaaggc 2160 
agcttgttga gcttctaagt ttctttccct 2220 
gagaaatgcc tgagttctag ctcaggtttt 2280 
cctggccaca attcaaatta aggcaacaaa 2340 
tttgaaagca aggacaatga ctgcttgaat 2400 
aaagaatact ttgtttccag cccccttccc 2460 
tggaccttgg agccacggtg actgtattac 2520 
ctgatcgttc aagagaatga ttaaatatac 2580 

2537 



<210> 2 

<211> 2070 

<212> DNA 

<213> Homo sapiens 



<400> 2 

cacagagaga ggcagcagct tgctcagcgg 
ctgccctgca ctcgggccrc crccagccag 
agccaggacc tgtgtgggga ggccctcctg 
ctacagggag accgggagga tcacagagcc 
cctctgaaca gcctcgatgt caaacccctg 
agaaaggtgg ggatccccat catcatagca 
gttgtcctca tcaaggtgat tctggataaa 
ttcatcccga ggaagcagct gtgtgacgga 
gagcactgtg tcaagagctt ccccgaaggg 
cgatccacac tgcaggtgct ggactcggcc 
aacttcacag aagctctcgc tgagacagcc 
actttcagag ctgtggagat tggcccagac 
aacagccagg agcttcgcat gcggaactca 
tccctgcact gtcttgcctg tgggaagagc 
gaggcctctg tggattcttg gccttggcag 
tgtggaggga gcatcctgga cccccactgg 



acaaggatgc tgggcgtgag ggaccaaggc 60 
tgctgaccag ggacttctga cctgctggcc 120 
ctgccttggg gtgacaatct cagctccagg 180 
agcatgttac aggatcctga cagtgatcaa 240 
cgcaaacccc gtatccccat ggagaccttc 300 
ctactgagcc tggcgagtat catcattgtg 360 
tactacttcc tctgcgggca gcctctccac 420 
gagctggact gtcccttggg ggaggacgag 480 
cctgcagtgg cagtccgcct ctccaaggac 54 0 
acagggaact. ggttctctgc ctgtttcgac 600 
tgtaggcaga tgggctacag cagcaaaccc 660 
caggatctgg atgttgttga aatcacagaa 720 
agtgggccct gtctctcagg ctccctggtc 780 
Ctgaagaccc cccgtgtggt gggtggggag 8 40 
gtcagcatcc agtacgacaa acagcacgtc 900 
gtcctcacgg gcagcccact gcttcaggaa 360 
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acataccgat gtgttcaact ggaaggtgcg 
atccctggct gtggccaaga tc3tcatcat 
tgacatcgcc ctcangaagc tgcagttccc 
ctgtctccc- -tcrrtgatg aggagctcac 
gcgctttacg aagcagaarg gagggaagat 
ggtcattgac agcacacggt gcaatgcaga 
gatgatgtgt ccacgcatcc cgcaaggggg 
gcccctgarg taccaatctg accagtggca 
ctgcgggggc ccgagcaccc caggagtata 
ctacaatgtc tggaaggctg agctgtaatg 
ttccttcctg ccctgcccac ctggggatcc 
ttgggtacac ccctctgccc acagcctcag 
cctaraagag accctcgcag cccagaggcg 
cacacttggt gctcccagca tcccagggag 
gtattgctaa gccaagaagg aactttccca 
aaagcccaga tcactgtggg ctggagagga 
tcttcaccca tccccaagcc tactagagca 
cctact.gttg gtatgactac cgttacctac 
attattaaag agctgtgtaa catctctggc 



ggcaggctca gacaaactgg gcagcttccc 1020 
tgaattcaac cccatgtacc ccaaagacas 1030 
actcactttc tcaggcacag tcaggccca: 1140 
tccagccacc ccactctgca ncattggatg 1200 
gtctcacata ccgctgcacg cgtcac^cca 1260 
cgatgcctac caggggcaag tcaccgagaa 1320 
tgcggacacc tgccagcgtg acagtggtgg 1380 
tgtggtgggc atcgttagct ggggctatgg 1440 
caccaaggtc tcagcctatc tcaactggat 1500 
ctgctgcccc tttgcagtgc tgggagccgc 1560 
cccaaagtca gacacagagc aagagtcccc 1620 
catttcttgg agcagcaaag ggcctcaatt 1680 
cccagaggaa gtcagcagcc ctagctcggc 1740 
agacacagcc cactgaacaa ggtcrcaggg 1800 
cactactgaa tggaagcagg ctgtcttgta 1860 
gaaggaaagg gtctccgcca gccctgtccg 1920 
agaaaccagt tgtaatataa aatgcactgc 1980 
tgttgcattg ttattacagc tatggccact 2040 

2070 



<210> 3 

<211> 1709 

<212> DNA 

<213> Homo sapiens 



<400> 3 

agcagactca caccagaact acattccctg 
ttggttggca agtctgaccc gagaaaagga 
tgtttgtgca ttgggaatga cattctttcc 
gacattgtgg ctagccaacc acatggtcag 
tatccctaga gaattccaaa gtgtggatgt 
tgtgatcctc tggaagtatg ctatgttgtg 
acaatgacta gtaaaacggt ggtctcaatg 
atagrggcgt tcagctgata gagcgggaag 
atatccaaga gaagatgaaa ctaaatggag 
tccaattcct gaaaatgaag attgctgaga 
tactgccagc caagaggtcc ctggatgccg 
agtgtacaga cagaattaaa gacctggaga 
gagctcgctt ccttccaggg aaagatctga 
agctggaact acaactggcc aagaaggagg 
agcaggtctc caggctcaca gacaggctct 
cactgctctt agccaagaag atgaatggct 
aaatgatggc tcttgttgct gagctgtcca 
aggaagtcag ggagaaagaa gacttcatct 
tgccactcaa taaggaaatt gagaaagaat 
acgccttggc catcgctgaa aagtctcagg 
ccaatggtgt ttacacaact gcagagcagc 
ccactcttcc tttgccaaaa ccttatggtg 



gccccctgcc tgtgtgctitc tggccaggcc 60 
tctgcagaaa atcagactat gggatcactt 120 
caccccagga aaacctttgg gactttcaga 180 
cctcaaagtt gagaggctca gtaaccctcc 24 0 
aatttaacta gaaagccatt ggtgactatc 300 
tatatcttgc atccaaagcc agagggaacc 360 
cccacttagc ctctgcctct gaatttgacc 420 
aagaaatatg cattttttat gaaaaaataa 480 
aaattgaaat acatctactg gaagaaaaga 540 
agcaaagaca aatttgtgtg acccagaaat 600 
acctagctgc gctccaaatfc cagttttcac 660 
aacagttcgt aaagcctgat ggtgagaata 720 
ccgaaaaaga aatgatccaa aaattagaca 780 
agaagctgct ggagaaggat ttcatctatg 840 
gcagcaaaac tcagggctgc aagcaggaca 900 
atcaaagaag gatcaaaaat gcaactgaga 960 
tgaaacaagc cctaaccatt gaactccaaa 1020 
tcacttgcaa ttccaggata gaaaaaggtc 1080 
ggttgaaagt ccttcgagat gaagaaatgc 1140 
agttcttgga agcagataat cgccagctgc 1200 
gtccgaatgc ctacatccca gaagcagatg 1260 
ctttggctcc ttttaaaccc agtgaacctg 1320 
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gagccaatat gaggcacaca agcaaacctg ttataaagcc agttgsaatc tgaatatgtg 1360 
aacaaatcca ggcctctcaa caaaaagact tcaaccaggc ttccttgtac ccacaggtga 14 40 
aaaatgtgag cataatactt ctaatattat tgataagtaa ggtaaccaca attagtcagc 1500 
aacagagtac aacagggttt ctatttaccc accaactact atacctt~ca tgacgttgaa 1560 
tgggacatag aectgtccta catttatgtc aaagtatata tttgaatcgc ttatatcttc 1620 
tttttcactc tttatattga gtacattcca gaaatttgta gtaggcaagg tgctataaaa 1680 
atgcactaaa aataaatctc ttctcaatg 1709 

<210> 4 
<211> 257 
<212> DNA 

<213> Homo sapiens 
<400> 4 

ttaatgggta agtattrttt. atatgcttta gctatagcta aacaaaactg atacttaaca 60 
aagttgaata gtattattca ctggtgctcc taaaatattg tttttcagtg taaaatatgc 120 
atatcttcta tattraatat gaaagtcttg aaatgtatca gacagaacgg gatttcagtt 180 
tgcaaataat gagcaatgta gcaattttaa cacatttcat aaatatatat tttgtcattg 240 
gtggagagca ccatctg 257 

<210> 5 

<211> 359 

<212> DNA 

<213> Homo sapiens 

<400> 5 

gcctgagagc acttagcgtt catgagtgtc cccaccatgg cctggatgat gcttctcctc 60 

ggactccttg cttatggatc aggtcaggga gtggattctc agactgtggt gacccaagag 120 

ccatcgttat cagtgtcccc tggagggaca gtcacactca cttgtggctt ggcctctgac 130 

tcagtctcta ctaatttctt ccccacctgg taccagcaga ccccaggcca ggctccacgc 240 

acgctcatct acagcacaag cactcgctct tctggggtcc ctgatcgttt ctctggcrtcc 300 

atccttggga acaaagctgc cctcaccatt acgggggccc aggcagatga tgaatctga 359 

<210> 6 
<211> 1372 
<212> DNA 

<213> Homo sapiens 
<220> 

<221> unsure 
<222> (6) 

<220> 

<221> unsure 
<222> (9) 

<400> 6 

ccttanagnc ttggttgcca aacagaatgc ccatatccgt cttacttgtg aggaagcttg 60 
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ccttcggcgc cctccgctgg ccctcctgaa 
aaattgcctc catgcagect atgaaactgt 
ggcccaggag gtcttgcaga tttgcagatc 
ctagtaaagg tctctgagat ccttgcacta 
ttccagaagc atgcggctgc tcctattgct 
tgatatcatc atgagaccca gctgtcctcc 
atggttactt caggaagctg aqgaactggt 
gaaacggagc ccacctggca tctatcctga 
acataagtgg cratcagaga agccagccga 
ggcagcagtg gcagtggatt gatggggcca 
ccatgggtgg gaacaagcac tgtgctgsga 
gcagcaacga atgcaacaag cgccaacact 
atcaagattc tgctaactcc tgcacagccc 
atctgctcat tatttcagag gggaaaccta 
actggctttt ttaggcttag agacagaaac 
tctaaatgtt tgccccgcca tccctttcca 
tggctgt etc gagcagtcta gaagagtgca 
gccataagaa gtaaagattt gaagacagaa 
ccttcagctt ctacaccctt ctgccctctc 
aactcctgct tgtttttcct ttggccatgg 
tgatgtgggc catacattcc tttaataaac 
agttcagtaa atggtgaatg tggaaaagtg 



gctaacaggg gcgagtgctc ggtggtttac 120 
t cage crt get atagttagat ctctggcact 180 
aaggagaacc caggagtttc aaagaagege 24C 
gctacatcct cagggtagca ggaagatggc 300 
gagctccccg gecaaaacag gagtcctggg 360 
teggatgett ttaccacaag tecaattget 420 
ctgatgeega gctcgagtgt cagtcttacg 480 
gtttaaagga agccagcacc atagcagagt 540 
tatggaT;tgg cctccaccac ccacacaaga 600 
tctatctgta cagatcctgg tctggcaagt 660 
tgagctccaa taacaacttt ttaacttgga 720 
tcctctgcaa gtaccgacca tagagcaaga 76 0 
cgtcctcttc etttctgeta gcctggctaa 84 0 
gceaactaag agtgataagg gccctactac 900 
trtagcattg geccagtagt ggcttctagc 960 
cagtatcctt cttccctcct cccctgtctc 1020 
tctccagcct atgaaacagc tgggtctttg 1080 
ggaagaaact caggagtaag cttctagccc 114 0 
tccattgcct gcaccccacc ccagccactc 1200 
gaaggtttac cagtagaatc ettgetaggt 1260 
cattgrgtac ataagaggtt gcrgtgttcc 1320 
aaataagacc aagaaataca aa 1372 



<210> 7 
<211> 291 
<212> DNA 

<213> Homo sapiens 



<220> 

<221> unsure 
<222> (277) 



<40O> 7 

agaatggtag tagtaagaag aagaaaaata gaggatctga atgtattttg aaggtagagt 60 
ccactggact tagagatgga ttgaatgtgg aagattaagg aaagggagaa atgaaagata 120 
gtcttaggtt tcatcttcag atgactgggt gaacagcagt gtfcctttgct aagatgggga 180 
agactaggga aaagagccag ttcfcgtattg agcatattat atttaagaca atcccatctg 240 
ggtccaaaga caatgttgat tttttttctt agatacntgc cctttagacc t 291 



<210> 8 
<211> 1275 
<212> DNA 

<213> Homo sapiens 



<220> 

<221> unsure 
<222> (410) 
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<220> 

<221> unsure 
<222> (728) . ■ (756) 

<22Q> 

<221> unsure 
<222> (957) 

<400> s 

attctagaac atatgtataa gctaaaaaca gtattttact cagatcagta cttatcgtgt 60 

ctatcagcta taaaaaaaat caactcccac ccaagaactt taaaacttta agctgtctat 120 

tatagaaccg ttttgtgtag cattggaata ttgcccattt tgtaagtcat tgtgaargtt 180 

cttaattatc agcttgaagg tatttttgta ttaaaagttg acatrgaaga acctaagtgg 240 

atgatgggat ttggggccag tactgaasgt atgtttcctc taaaatattt ccctaaacsg 300 

tggtatacat ggttatttta ttatgagatt tgtatatgtt ctgtgtttct ctgtgaacaa 360 

tgtttcagtc rctctgtcac catatgtaag gggaagtcca caaataragn actacattgc 420 

acaaaactaa aactcttaat tacaagaaaa tatag^tgct taccttttga aggtttatta 480 

atacatatgg ttgtcacaat acgtatatat gataaatggt gtacatatac agatgtrtat 54 0 

ggtgtataaa tttttctata cccaattaga attatcttcc tgatt cttta ttcaataaca 600 

tgctaattcc tcttctatgt tctatagtga cagaatgcta acttttctta taccctggca 660 

gaggacagag gagtctggtc taggatgggg aactgaattt ttgaacgaaa aggaaagaga 720 

aaggatgnnn nnnnnnnnnn nnnnnnnnnn nnnnnntaat gtttcttagt cattttgatt 780 

ggccatttga acagtctaca agtttaacgt tatttccagt gaagtaggat ggctgaccta 840 

gcaatacatg tttcttcaaa agggtaaaca tgctttagtg acctaaagct aaattttgta 900 

catttgacat caggggtgtt ataagtactg cacttaatac aaagctattt chcaatngtg 960 

ttatttttga gacaaatttr tcttcaccat taacttcttg ttggtagctt tttgttttgt 1020 

aaaaattgag agatggcaat gcttatctca accagattat ccatctgcag aattaaggta 1080 

tgcaactggt aaataaaaga caaatgctcc agtttgtctt tctcaacctt tgagttctta 1140 

acctttgagt taaaacctag tctaaatagt gggaatgtct tggtttacag taaggttttc 1200 

ttgggaagga tcttggtttt gtgatctatt tgtgaattaa ggagtagatg ttaaccatta 1260 

ttttatagat aagtg 1275 

<210> 9 

<211> 2479 

<212> DNA 

<213> Homo sapiens 

<400> 9 

gtcatattga acattccaga tacctatcat tactcgatgc tgttgataac agcaagatgg 60 

ctttgaactc agggtcacca ccagctattg gaccttacta tgaaaaccat ggataccaac 120 

cggaaaaccc ctatcccgca cagcccactg tggtccccac tgtctacgag gtgcatccgg 180 

ctcagtaota cccgtccccc gtgccccagt acgccccgag ggtcctgacg caggcttcca 24 0 

accccgtcgt ctgcacgcag cccaaatccc catccgggac agtgtgcacc tcaaaqacta 300 

agaaagcact gtgcatcacc ttgaccctgg ggaccttcct cgtgggagct gcgctggccg 360 

ctggcctact ctggaagttc atgggcagca agtgctccaa ctctgggata gagtgcgact 420 

cctcaggtac ctgcatcaac ccctctaact ggtgtgatgg cgtgtcacac tgccccggcg 480 

gggaggacga gaatcggtgt gttcgcctct acggaccaaa cttcatcctt cagatgtact 540 

catctcagag gaagtcctgg caccctgtgt gccaagacga ctggaacgag aactacgggc 600 
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gggcggcctg cagggacatg ggctataaga 
atgacagcgg atccaccagc tttatgaaac 
ataaaaaact gtaccacagt gatgcctgtt 
•cagcctgcgg ggtcaacttg aactcaagcc 
cgctcccggg ggcctggccc tggcaggtca 
gaggctccat catcaccccc gagtggatcg 
rtaacaatcc atggcattgg acggcatttg 
atggagccgg ataccaagta caaaaagtga 
agaacaatga cattgcgctg atg3agctgc 
aaccagtgcg tctgcccaac ccaggcatga 
ccgggtgggg ggccaccgag gagaaaggga 
tgcttctcat tgagacacag agatgcaaca 
caaccatgat chgtgccggc ttcctgcagg 
gagggcctct ggtcacttcg aacaacaata 
gttctggctg tgccaaagct tacagaccag 
actggattta tcgacaaatg aaggcaaacg 
cgttttacaa gaaaacaatg gggctggttt 
atgsttcaga ggtcacttca tttttattaa 
tgccatactg tgcaggctgc agtggctccc 
ccgcaagggg tgatggccgg ctggttgtgg 
gttggaggct gcccccattg agatctt cct 
tgagcatgga gctgtcactt ctcagctgct 
ggaaagggag acagccaggt ggcacctgca 
tccccagcct acttcacaag gggattttgc 
gatggtggcc agaaataaag ggaccagccc 
aaggggaaca gaaacatttt tgttcttatg 
gagggaagca attgaaaagg aacttgccct 
cattgggtgg ggctcctggg agggagactc 
tcctagcacc ctggagagtg aatgcccctt 
atgtcggcct cttcaggcct gatagtcatt 
atgctcagtt taaggtacac tgtttccatg 
ctgagttcaa agccatctt 

<210> 10 

<211> 576 

<212> DNA 

<213> Bomo sapiens 

<400> 10 

ttcaaagaca tattagaagt tgggaaaata 
gtgataagta aaatgcacgt ggagacaagt 
cctgtcacct ggggagtgag aggacaggat 
ttatatgtgc tgtaatgttg ctctgaggaa 
catcttatat tccacaaatt aagctgtagt 
cacttcgcaa ctcaggggcg gctgcatttt 
atgcttccaa aggtgccttg gcttctcttc 
tgatcataat tttagcataa acagagcagt 
caccttcttt ttaaacaaac aaatgcgggt 



ataattttta ctctagccaa ggaatagtgg 660 
tgaacacaac cgccggcaat gtcgatatct: 720 
cttcaaaagc agtggttcct utacgctgtL 780 
gccagagcag gatcctgggc ggtgagagcg 840 
gcctgcacgi ccagaacgtc cacctgtgcg 300 
tgacagccgc ccactgcgtg gaaaaacctc 360 
cggggatttt gagacaatct ttcatgttcn 1020 
tttctcatcc aaattatgac tccaagacca 1080 
agaagcctct cactttcaac gacctagtca 1140 
tgctgcagcc agaacagctc tgctggattt 1200 
agacctcaga agtgctgaac gctgccaagg 1260 
gcagatatgt ctatgacaac ctgatcacac 1320 
ggaacgccga rrcttgccag ggtgacagtg 1380 
tctggtggct gatacgggat acaagctggg 1440 
gagtgtacgg gaatgtgatg gtattcacgg 1500 
gctaatccac atggtcttcg cccttgacgc 1560 
tgcttccccg tgcatgattt actcttagag 1620 
acagtgaact tgtctggctt tggcactctc 1680 
ctgcccagcc tgctctccct aaccccttgt 1740 
gcactggcgg tcaattgtgg aaggaagagg 1800 
gctgagtcct ttccaggggc caattttgga 1860 
ggatgacttg agatgaaaaa ggagagacat 1920 
gcggctgccc tctggggcc3 cttggtagtg 1980 
tgatgggttc ttagagcctt agcagccctg 2040 
ttcatgggtg gtgacgtggt agtcacttgt. 2100 
gggtgagaat atagacagtg cccttggtgc 2160 
gagcactcct ggtgcaggtc tccacctgca 2220 
agccttcctc ctcatcctcc ctgaccctgc 2280 
ggtccctggc agggcgccaa gtttggcacc 2340 
ggaaattgaq gtccatgggg gaaatcaagg 2400 
ttatgtttct acacattgat ggtggtgacc 24 60 

2479 



attcatgtga actagacaag tgtgttaaga 60 
gcatccccag atctcaggga cctccccctg 120 
agtgcatgtt ctttgtctct gaatttttag 180 
gcccctggaa agtctatccc aacatatcca 240 
atgtacccta agacgctgct aattgactgc 300 
agtaatgggt caaatgattc actttttatg 360 
ccaactgaca aatgccaaag ttgagaaaaa 420 
cggcgacacc gattttataa ataaactgag 480 
ttatttctca gatgatgttc atccgtgaat 54 0 
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ggtccaggca 



aggacctttc 



accttgacta 



tatggc 



576 



<210> IX 
<211> 390 
<212> DNA 

<213> Homo sapiens 
<40Q> 11 

caagctctga ggcttctcct ttccarccrg cgtggacagc tasgacctca gttttcaata 60 

gcarctagag cagtgggact cagctggggt gatttcgccc cccatctccg ggggaatgtc 120 

tgaagacaat tttggttacc tcaatgaggg agtggacgag gatacactgc tactaccaac 180 

tagtggataa aggccaggga tgctgctcaa cctcctacca tgtiacaggga cgtctcccca 240 

ttacaactac ccaatccgaa gtgtcaactg tgtcaggact aagaaaccct ggttttgagt 300 

agaaaagggc ctggaaagag gggagccaac aaatctgtct gcttcctcac attagtcatt 360 

ggcaaataag cattctgtct ctttggctgc tgcctcagca cagagagcca gaactctacc 420 

gggcaccagg ataacatctc rcagtgaaca gagttgacaa ggcctatggg aaatgcctga 4 80 

tgggattatc ttcagcttgt tgagcttcta agtttctttc ccttcattct accctgcaag 540 

ccaagttctg taagagaaat gcctgagttc tagctcaggt tttcttactc tgaatttaga 600 

tctccagacc cttcctggcc acaattcaaa ttaaggcaac aaacatatac cttccatgaa 660 

gcacacacag acttttgaaa gcaaggacaa tgactgcttg aattgaggcc ttgaggaatg 720 

aagctttgaa ggaaaagaat actttgtttc cagccccctt cccacactct tcatgtgtta 780 

accactgcct tcctggacct tggagccacg gtgactgtac tacatgttgt tatagaaaac 840 

tgattttaga gttctgatcg ttcaagagaa tgattaaata tacatttcct 890 

<210> 12 

<211> 406 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> unsure 
<222> (30) 

<220> 

<221> unsure 
<222> (248) 

<220> 

<221> unsure 
<222> (383) 



gtgaatgtgg actataatgc cagctcagan accttgcggt gtgaggctcc ccgatggttc 60 
ccccagccca cagtggtctg ggcatcccaa gttgaccagg gagccaactt ctcggaagtc 120 
tccaatacca gctttgagct gaactctgag aatgtgacca tgaaggttgt gtctgtgctc 180 
tacaatgtta cgatcaacaa cacatactcc tgtatgattg aaaatgacat tgccaaagca 240 
acaggggnta tcaaagtgac agaatcggag atcaaaaggc ggagtcacct acagctgcta 300 
aactcaaagg cttctctgtg tgtctcttct ttctttgcca tcagctgggc acttctgcct 360 



<400> 



12 
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ctcagccctt acctgatgct aanataatct gccttcgcca caaaaa 406 

<210> 13 

<211> 462 

<212> DNA 

<213> Kcmo sapiens 

<400> 13 

ggaaggcagc ggcagctcca ctcagccact acccagatac gctgccaecc ttccccagcc 6G 

atggcttccc tggggcagat cctcttctcg agcataatta gcatcatcat tattctggct 120 

ggagcaattg cactcatcat tggctttggt atttcaggga gacactccat cacagtcact 130 

actgtcgcct cagctgggaa cattggggag gatggaatcc tgagctgcac ttttgaacct. 240 

gacatcaaac tttctgatat cgtgatacaa tggctgaagg aaggtgtttt aggcttggtc 300 

catgagttca aagaaggcaa agatgagctg tcggagcagg atgaaatgtt cagaggccgg 360 

acagcagtgt ttgctgatca agtgatagtt ggcaatgcct ctttgcggct gaaaaacgtg 420 

caactcacag atgctggcac ctacaaatgt tatatcatca ct 4 62 

<210> 14 
<211> 272 
<212> DNA 

<213> Homo sapiens 
<400> 14 

gcagcttgct. cagcggacaa ggatgctggg cgtgagggac caaggcctgc cctgcactcg 60 
ggcctcctcc agccagtgct gaccagggac ttctgacctg ctggccagcc aggacctgcg 120 
tggggaggcc ctcctgctgc cttggggtga caatctcagc tccaggctac agggagaccg 180 
ggaggatcac agagccagca tggatcctga cagtgatcaa cctctgaaca gcctcgt caa 240 
ggtgattctg gataaatact acttcctctg eg 272 

<210> 15 
<211> 492 
<212> PRT 

<213> Homo sapiens 
<400> 15 

Met Ala Leu Asn Ser Gly Ser Pro Pro Ala lie Gly Pro Tyr Tyr Glu 
15 10 15 

Asn His Gly Tyr Gin Pro Glu Asn Pro Tyr Pro Ala Gin Pro Thr Val 
20 25 30 

Val Pro Thr Val Tyr Glu Val His Pro Ala Gin Tyr Tyr Pro Ser Pro 
35 40 45 

Val Pro Gin Tyr Ala Pro Arg Val Leu Thr Gin Ala Ser Asn Pro Val 
50 55 60 

Val Cys Thr Gin Pro Lys Ser Pro Ser Gly Thr Val Cys Thr Ser Lys 
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65 70 75 80 

Thr Lys Lys Ala Leu Cys He Thr Leu Thr Leu Gly Thr Phe Leu Val 
95 90 95 

Gly Ala Ala Leu Ala Ala Gly Leu Leu Trp Lys Phe Met Gly Ser Lys 
100 105 110 

Cys Ser Asn Ser Gly He Giu Cys Asp Ser Ser Gly Thr Cys He Asn 
115 120 125 

Pro Ser Asn Trp Cys Asp Gly Val Ser His Cys Pro Gly Gly Glu Asp 
130 135 140 

Glu Asn Arg Cys Val Arg Leu Tyr Gly Pro Asn Phe He Leu Gin Met 
145 150 155 160 

Tyr Ser Ser Gin Arg Lys Ser Trp His Pro Val Cys Gin Asp Asp Trp 
165 170 175 

Asn Glu Asn Tyr Gly Arg Ala Ala Cys Arg Asp Met Gly Tyr Lys Asn 
180 185 190 

Asn Phe Tyr Ser Ser Gin Gly He Val Asp Asp Ser Gly Ser Thr Ser 
195 200 205 

Phe Met Lys Leu Asn Thr Ser Ala Gly Asn Val Asp lie Tyr Lys Lys 
210 215 220 

Leu Tyr His Ser Asp Ala Cys Ser Ser Lys Ala Val Val Ser Leu Arg 
225 230 235 240 

Cys Leu Ala Cys Gly Val Asn Leu Asn Ser Ser Arg Gin Ser Arg He 
245 250 255 

Val Gly Gly Glu Ser Ala Leu Pro Gly Ala Trp Pro Trp Gin Val Ser 
260 265 270 

Leu His Val Gin Asn Val His Val Cys Gly Gly Ser He He Thr Pro 
275 280 285 

Glu Trp He Val Thr Ala Ala His Cys Val Glu Lys Pro Leu Asn Asn 
290 295 300 

Pro Trp His Trp Thr Ala Phe Ala Gly He Leu Arg Gin Ser Phe Met 
305 310 315 320 

Phe Tyr Gly Ala Gly Tyr Gin Val Gin Lys Val He Ser His Pro Asn 
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325 330 335 

Tyr Asp Ser Lys Thr Lys Asn Asn Asp lie Ala Leu Met Lys Leu Gin 
340 345 350 

Lys Pro Leu Thr ?he Asn Asp Leu Val Lys Pro Val Cys Leu Pro Asn 
355 360 365 

Pro Giy Met Met Leu Gin Pro Glu Gin Leu Cys Trp lie Ser Gly Trp 
370 3"?5 380 

Gly Ala Thr Glu Glu Lys Gly Lys Thr Ser Glu Val Leu Asn Ala Ala 
385 39C 395 400 

Lys Val Leu Leu He Glu Thr Gin Arg Cys Asn Ser Arg Tyr Val Tyr 
405 410 415 

Asp Asn Leu He Thr Pro Ala Met He Cys Ala Gly Phe Leu Gin Gly 
420 425 430 

Asn Val Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Thr Ser 
435 440 445 

Asn Asn Asn He Trp Trp Leu lie Gly Asp Thr Ser Trp Gly Ser Gly 
450 455 460 

Cys Ala Lys Ala Tyr Arg Pro Gly Val Tyr Gly Asn Val Met Val Phe 
465 470 475 480 

Thr Asp Trp He Tyr Arg Gin Met Lys Ala Asn Gly 
435 490 



[Translation done.] 



http://www4.ipdl.ncipi.go.jp/ cgi-bin/tran_web_cgi_ejje 2005/09/ 1 6 



